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(The Executive committee neeting was
called to order at 8:11 a.m, Wdnesday, Mrch 1,

2000)

DR. SOX: 1'd like to wel cone everybody to
this neeting of the Executive Committee of the
MCAC. The purpose of this neeting is to discuss
t he recommendati ons of the subcommittee that
devel oped recomrendati ons for all principles and

procedures for the panels, and we'l]l

be heari ng

froma nunber of representatives of the public
today as well as from HCFA as well as fromthe

subcomm tt ee.

We're going to start off by introducing
t he nenbers of the Executive Conmttee who have
made it already. And I'll start on this side,
and hopefully people will show up before we get

around to the other side.
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Randel, will you introduce yourself and
say where you're from

M5. RICHNER: Randel Richner, Boston
Scientific, industry representative.

DR. BERGTHOLD: |'m Li nda Bergt hol d,
and |'mthe consuner representative.

DR. MURRAY: |'m Bob Murray fromthe

Laboratory and Di agnostic Services panel.

DR. HOLOHAN: Tom Hol ohan, Chief of
Patient Care Services, VA, headquartered in
Washi ngt on.

DR HILL: Hugh Hill, HCFA

DR. SOX: I'mHal Sox. |'mfrom
Dar t nrout h Medi cal School and Chai rman of the
Executive Commtt ee.

Jeff, will you introduce yourself.

DR. KANG Hi. Jeff Kang, Health Care
Fi nancing Adm nistration. [|'ll introduce nyself
| ater on also. | apologize. I'ma little under
t he weat her here, as you can tell fromny voice.

M5. LAPPALAINEN. Hello. |'m Sharon
Lappal ainen with the Health Care Fi nancing
Adm ni stration. |'mthe Executive Secretary for
t he panel .

DR. BROOK: Robert Brook from RAND,
UCLA.

DR. GARBER Al an Garber, Departnent of
Veterans Affairs, Stanford University.

DR. DAVIS: Ron Davis fromthe Henry
Ford Health Systemin Detroit.

DR. PAPATHEOFANI S:  Frank
Papat heofanis, University of California in

San Di ego.

DR SMTH. |'m Daisy Alford-Smth.
|'"'mthe Director of the Sunmt County Depart nent
of Human Services in Chio as well as the
Chai rperson of the DME panel.

DR. FERGUSON:. |I'm John Ferguson, Chair
of the Laboratory and D agnostic Services panel
as a consultant in healthcare.

DR. SOX: Now we're going to hear from



Sharon with sone procedural nmatters.

MS. LAPPALAI NEN. Good norni ng and
wel cone to the panel, chairperson, the Executive
Comm ttee and nenbers of the audience.

The commttee is here today to hear
reports fromits subcommttee and will discuss
and consider the |levels of evidence and types and
presentation of information that it believes
shoul d be considered by the nedical specialty
panel s at future MCAC neeti ngs.

For the record, | will read the
conflict of interest statenent for this panel.

Conflict of interest for the Executive
Commttee neeting, March 1, 2000.

The foll ow ng announcenent addresses
conflict of interest issues associated with this

neeting and is nade part of the record to

precl ude even the appearance of an inpropriety.
To determine if any conflict existed, the agency
reviewed the submtted agenda and all financi al

i nterests reported by the commttee participants.
The conflict of interest statutes prohibit

speci al governnment's enpl oyees from participating
in matters that could affect their or their

enpl oyer's financial interests.

The agency has determ ned that all
menbers may participate in the matters before the
commttee today. Wth respect to all other
participants, we ask in the interest of fairness
that all persons nmaking statenents or
presentations disclose any current or previous
financial involvenent with any firm whose
products or services they may wi sh to comrent
upon.

And at this tine I'll turn the panel
over to Dr. Sox.

DR. SOX: Thank you. First we're going
to hear sone opening remarks fromDr. Jeffrey
Kang, who is Director of the Ofice of Cinical
St andards and Quality.

DR. KANG Dr. Sox, thanks a |ot.
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G ven ny voice, | actually have sone renarks that
| really want to nake at 10:30, 10:40, and I'm
going to ask Hugh to read those for ne.

| just want to say in addition to being
the director of the office, I am HCFA s chi ef
clinical officer, and coverage is one of several
responsibilities that | have. | amgreatly
appreciative of the efforts of the Medicare
Coverage Advisory Committee on coverage
deci si ons.

DR. SOX: Thank you.

DR. HILL: If I can say Jeff's prepared
remar ks, thank you. Good norning to you all.
And on behalf of him | would wel cone you all and
i ndicate that the office of clinical standards
and quality are the folks that this commttee and
t hrough you the other MCAC panels advise. He's
had a chance to neet nmany of you personally, but
he wanted to wel cone you and the nenbers of the
public that are here to the second neeting of the
Executive Conmttee of the Medicare Coverage
Advi sory Conmm tt ee.

Jeff wanted nme to express our
appreciation to all those present for your
participation in this process, and on behal f of

HCFA' s adm ni strat or Nancy- Ann DeParl e, we want
to especially thank the nmenbers of the conmttee
for their service.
| nvol venent in the initial phase of
anyt hi ng can be chal |l engi ng and per haps even nore
so when the governnment makes a change. This
seens to be true even when that change is
uni versal ly appl auded as an inprovenent in the
way HCFA fulfills its responsibilities to our
beneficiaries and the American public generally.
Si nce the Medi care program began a
little over a third of a century ago, sone things
have changed, and nmany have stayed the sane. W
continue to see our mssion as beneficiary
focused. Wiile we strive for |eadership in
| nproving the health of all Americans, our goal
remai Nns assuring access to healthcare for the



Medi care-eligi bl e population as we increase our
concern for planning in the access of future
beneficiaries as well as today.

We have noved towards working with
providers of all types as custoners and partners
in delivering care in recognition of the
continued central role of the care professional
i n assuring our beneficiaries' health. M

office, Jeff's office, has inportant new tools
and prograns for neasuring and inproving quality,
but our eyes remain firmy fixed on Medicare's
original and continued goal, better health.

Let nme tell you -- nyself as well as
Jeff would like to tell you -- although there are
t hose that woul d say ot herw se, nmaking good
benefi ci ary-focused coverage decisions is not a
new goal for HCFA. Yes, we've shifted fromthe
role of processor and payer to the role of
prudent purchaser. And yes, we are nore attuned
to projections of future Medicare costs than we
were at the program s begi nnings, but coverage
guestions have been with us fromthe begi nning.

Congress gave us sone guidance in the
original statute. Told us not to pay for
anything that wasn't reasonabl e and necessary.
You are, | think, aware of our renewed efforts to
define what we think those terns nean. But
clearly, unarguably, science should have a role
when we deci de whether or not sonething is
reasonabl e or necessary. W think science should
have the nost inportant role.

We recogni ze that the critical
exam nation of the scientific literature is

conplex in every case and difficult in many.
That's why we need your very expert help, and we
are profoundly grateful for it. Thank you.

DR. SOX: Thank you. The next agenda
itemis the subcommttee report. I1'mgoing to
deliver the subcommttee report, and if | could
ask for the first transparency, we can get
started.



First let nme introduce the nenbers of
t he subcomm ttee, Randel R chner, Linda
Ber gt hol d, nyself, Bob Brook, Al an Garber, and
David Eddy was also a participant. Dr. Eddy,
because of the extrene press of other businesses,
had to resign fromthe MCAC, but he nonethel ess
has substantial input into this docunent.

DR. BERGTHOLD: No, he hasn't.

DR. SOX: | beg your pardon?
DR, HLL: W're still talking.
DR. SOX: OCh. W're still talking?

DR. HILL: W're hoping to keep him
I nvol ved one way or anot her.

DR. KANG He's resigned actually from
being a chair of the panel but would like to stay
on as a nenber of the MCAC.

DR. SOX: Whnderful. Thank you for

that correction. | appreciate that.

So our docunent has two purposes. The
first is to provide general guidance to the
panels in the form of suggestions -- general
suggestions, not detail ed suggestions -- about
how t o eval uate evidence and focus on two
characteristics of the evidence.

The first is is it adequate to draw
conclusions? And the second is how big is the
benefit of the intervention?

So in fact, we asked these two
guestions. 1|Is the evidence concerning
effectiveness in the Medicare popul ati on adequate
to draw concl usi ons about nmagnitude of the
effectiveness relative to other itens or
services? And then secondly, if the evidence is
adequat e, how does the magnitude of effectiveness
of the new nedical itemor service conpare with
t hat of other available interventions?

Then the second nmj or purpose of our
docunent is to suggest specific procedures that
t he panels should followin trying to draw
concl usi ons about the adequacy of the evidence
and the magnitude of the effect. And these
procedures are drawn fromthe coll ected



experience of the nenbers of the subcommttee in
doing this sort of work in other venues.

So the goal basically of our docunent
Is to nmake the eval uati on process nore
predi ctable for the proponents of technol ogy so
t hey know what's going to happen and can prepare
for it and therefore avoid unnecessary delays in
getting an effective intervention through the
coverage process, to nmake sure that our panels
are consi stent fromone panel to the other and
fromone technology to the other, to make our
deci sions, or rather, our recommendations, nore
under st andabl e to the proponents of the general
public, and finally, to nake sure that the panels
are accountable both to each other and the
Executive Conmttee for the quality of work that
t hey do, but al so nore accountable to HCFA and to
the public. So the whole notion is to try to
make this process nore transparent so that both
proponents and the public understand the basis
for coverage decisions that HCFA woul d nake based
on our assessnent of the evidence.

So let's turn to the next transparency
where we deal with what is probably the nost
difficult problem which is deciding whether the

evidence is adequate. Qur statenent is that the
panel s nust determ ne whether the scientific

evi dence is adequate to draw concl usi ons about
the effectiveness of the intervention in routine
clinical use in the popul ation of Medicare
benefici ari es.

And that statenent really can be broken
down into two substatenents. The first is is the
evidence valid? Do the conclusions really
represent what actually happened? And secondly,

I s the evidence applicable to Medicare
beneficiaries, the population of interest? So
| et's spend sone tine tal ki ng about each one of
t hose.

Now, the first question you have to ask
when you're conparing the effects of a new



intervention to an old established intervention
is are the two popul ations of patients that
you're using to nmake that conparison truly
conparable so that the only difference between
them that m ght affect the outcones that you're
trying to neasure is the intervention itself? So
when we ask about bias, we ask whether the study
systematically overesti mates or underesti mates
the effect of the intervention because of

possi bl e bias or other errors in assigning
patients to either the intervention group or the
control | ed group.

An exanple m ght help here. Suppose
there's a surgical procedure of unknown
ef fectiveness, but pretty risky. It's the sort
of thing that you wouldn't do on sonebody who was
real sick for fear that they would die
prematurely as a result of the intervention
rat her than of the disease for which the
i ntervention is intended.

In an observational study in which you
try to conpare the outcones of using this
i ntervention with the previous intervention,
which is let's say | ess dangerous, but possibly
| ess effective as well, the problemwoul d ensue,
when the surgeon | ooks at a patient and says this
patient is sinply too sick to go through this
procedure, so I'mgoing to assign this patient to
the controlled group, it's not going to get the
procedure. And through a series of such
deci sions, you end up with the study popul ati on
that gets the intervention, who's basically
pretty well because they're well enough to get
t hrough the procedure safely, and the controlled

group, which are all the sick patients, who | ook
| i ke they wouldn't be able to get through the
procedure.

So a year |ater when you | ook at the
out cones, sure enough, the people who got the
procedure, many nore of themare still alive and
functioning well as conpared with the controlled



group, but because the two groups are very
different in their conposition, you can't tell
whether it was the intervention that led to them
being nore healthy after the intervention or
whether it was the fact they were healthier
before the intervention as a result of assignnent
on the basis of their ability to survive the
procedure. So that's an exanple of biased

al l ocation of patients to intervention and
controlled group that could lead to a very

m sl eading interpretation of the outcones at one
year.

So how do you avoid bias? Wll, the
best way to avoid bias is sinply to allocate
patients randomy to the controlled group or to
the intervention group. Random all ocati on
elimnates the type of systenmatic bias that I
described in ny exanple, although it's still

possi bl e that the two groups could be unbal anced
because of just the random all ocation process,
whi ch doesn't necessarily assign people to the
two groups in equal nunbers if the nunbers in the
two groups are relatively small.

Now, in an observational nonrandom zed
study such as the one |I described in ny exanpl e,
it's often very difficult to decide whether the
results were due to bias or due to the
i ntervention. And so we're advising the panels
to be very alert to the possibility of systematic
al l ocation bias and observational studies by
considering, first of all, the conprehensiveness
of the avail able data, how the patients were
selected to receive the intervention and the
extent of disease in intervention and controlled
gr oups.

And it's possible, using statistical
met hods, to control for the variables that you
know about if you've neasured them carefully.
The big problemis that you can't control for the
vari abl es you don't know about. And that's the
beauty of the random zed approach is that the
i ntervention and the controlled group are



25

. 00019

equi val ent, not just for the variables you know

about, but also for the variables you don't know
about. It's a very powerful idea,
random zati on.

I n sone cases the panel may deci de that
it can't draw firm concl usi ons about the
effectiveness of an intervention w thout
random zed trials. And you can see how t hat
m ght be the case fromthe exanple | descri bed.
But in sone other cases, perhaps nmany cases, the
panel will determ ne that observational evidence
s sufficient to draw concl usi ons about
ef fecti veness.

When they do that, it's really the
panel's obligation to describe potential sources
of bias that they perceive and to expl ain why
bi ased all ocation as the result of those factors
doesn't account for the results. So in other
words, there's a substantial burden of proof on
the part of the panel to showthat it was really
the intervention that made the difference rather
t han sone other difference in the two study
popul ati ons.

Finally, the subconmttee nade, |
think, a very strong statenent saying that a body
of evidence that consisted only of uncontrolled

studi es, whet her based on anecdotal evidence,
testinonials or case series or disease registries
wi t hout adequate historical controls, is never
adequate. So we really feel strongly there needs
to be sone formof control even if it's only

hi storical controls.

So let's nove on then to the question
of external validity basically asking the very
sinpl e question, do the results apply to the
Medi care popul ation? Do we expect that we wl|
see these results in the Medicare population if
t hey receive the intervention?

For a long tinme random zed studi es
tended to deal with popul ations that did not
i nclude the elderly. Part of the reason for that
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Is that the ol der peopl e have other diseases that
may cause their death before the disease for
whi ch the intervention that you're testing is
intended. And so it's nmuch better if you get a
popul ation of patients who have only the disease
that you' re trying to evaluate as the potenti al
cause of death. And so as a result, until
relatively recently, elderly patients were not
i ncluded in random zed trials.

For exanple, there are no wonen over

the age of 75 in random zed trials of screening
for breast cancer despite the fact that the

i nci dence of breast cancer continues to rise

t hrough the 70s.

Now, i ncreasingly, random zed trials
are including elderly nen and wonen. However, if
el derly men and wonen are included in those
studies only in proportion to their nunbers in
t he popul ati on as opposed to a study that's only
i ncl udi ng elderly people, there may be too few
ol der people in the study to draw firm
statistical conclusions about the effect of the
I nt erventi on.

There's also a concern if the study
popul ation is not the sane as the general
popul ation, the Medicare beneficiaries, then you
have to decide that results in a particular
subsection of Medicare beneficiaries apply to all
Medi care beneficiaries that m ght eventually
receive the intervention.

So we call upon the panel to explain
its reasoning in deciding that the findings of a
series of studies really apply to all Medicare
popul ations. And in fact, the panel m ght
conclude that they don't, and it would be up to

HCFA then to deci de on coverage based on that
concl usi on.

Finally, interventions vary fromsite
to site. Wat works at Johns Hopkins or at Mass
General may not work in a community hospital. So
t he panel has to explain whether the results that



are published are going to apply to all
heal t hcare settings and explain why they think
t hat woul d be the case.

So far we've tal ked about how you
eval uate the adequacy of the body of evidence.
And the issues, again just to repeat them are,
first of all, biased allocation of patients to
the intervention group and the controlled group
as sonething that interferes with the ability to
draw a concl usi on about whether it's the
intervention that really made the difference,
and secondly, the general applicability of the
results to the Medi care popul ation.

So let's now turn to tal k about the
size of the health effect. And our statenent is
t hat evidence from well -desi gned studies that
neet the first criterion -- that is to say
adequat e evi dence -- nust establish how the
ef fectiveness of the new intervention conpares

with the effect of established services and
medi cal itens.

And we think that we've hel ped HCFA
with its assignnment to nake coverage deci sions by
pl acing both the size of the effect and the
direction of the effect as conpared with
establ i shed services or nedical itens into one of
t hese seven categories. And by the direction of
the effect, | mean is it better or is it the sane
or is it worse?

So one category woul d be a breakt hrough
technology. This is sonething that we all want
to see a lot nore of, sonething that causes such
a large inprovenent in healthcare outcones that
It becones overnight standard of care.

The second category woul d be nore
effective. The new intervention inproves
heal t hcare outcones by a definite significant,
al beit small, margin as conpared with established
services or nedical itens.

The third category woul d be as
effective, but wth advantages. So the
i ntervention has the sane effect on healthcare



24
25

. 00024

out cones as established nedi cal services or
itenms, but it has sone advantages that woul d be

i nportant to sone if not all patients, such as
conveni ence, rapiditive effect, fewer side
effects and so forth. So sone people m ght
prefer it over existing interventions.

Then there's a category called as
effective, but with no advantages, an
i ntervention that basically has the sane effects
on heal t hcare outcones as existing services and
doesn't have any substantial advant ages.

Afifth category is |less effective, but
Wi th advantages. So it's certainly possible that
an intervention could be sonewhat |ess effective
than existing alternatives, but it would have
sonme advantages that would be so inportant to
sonme patients that they m ght choose it even
t hough it m ght not have the sane effect on their
heal th status as existing interventions.

The sixth category is |less effective
wi th no advantages. The intervention is |ess
effective than established alternatives, but nore
ef fective than doing nothing, and doesn't have
any significant advantages.

The | ast category is not effective.
The intervention has no effect or has del eterious
effects on heal thcare outcones when conpared with

doi ng not hing, such as treatnent with placebo or
pati ent managenent w thout the use of a
di agnostic test in the case of a diagnostic test.
So let's then nove on fromtwo
princi ples by which the panels can hopefully
provi de consi stent, understandabl e advice to HCFA
about the quality of the evidence and the
magni t ude of the effect on heal thcare outcones.
Now we' re going to get into operational
procedures, how the subcommittee feels the panel
shoul d operate in order to provide consi stent
results from panel to panel and fromintervention
to intervention.
And the first basic principle is that
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t he panel nust explain its conclusions in
witing. And this requirenent is clearly ained
at trying to inprove the transparency of the
process and the accountability to the public as
well as to the proponents of the technol ogy.

We've also put it in the hands of the
panel chair to be responsible for witing the
expl anation of the panel's concl usions.

The next procedural recommendati on has
to do with structuring the evidence so that the
panel s can function effectively. So we recomend

t hat the panels should receive well-organi zed,

hi gh-qual ity background i nformati on before they
begin their deliberations about the adequacy of

t he evidence and the size of the effect. And we
reconmend that the evidence should be summarized
in a report, which we call an evidence report,

not sinply presented as a collection of data or
primary studies. And there's anple precedent for
this in the technol ogy evaluation efforts of many
ot her organi zati ons.

So our basic principle is the integrity
of the coverage decision process begins with
conplete critical evaluation of the literature.
And we feel that the standard for HCFA shoul d be
the best that's out there in other settings, such
as the private sector where Blue Cross Bl ue
Shield has a long track record of doing
eval uati ons of the evidence and maki ng coverage
decisions in what is a process that's both
efficient and | think highly regarded by
pr of essi onal organi zations such as the ACP-ASI M
and by other federally sponsored panels. The
Agency for Health Research and Quality has a
series of evidence-based practice centers in
vari ous universities, and I think there are a

coupl e of private settings around the country,
and they provide technical support for the U S
Preventive Services Task Force on which | serve.
Now, evaluating the evidence carefully
and providing a bal anced, well-organized report



of it to the panels is a task that inevitably is
going to take sone tinme. |It's the opinion of the
subcomm ttee that it should be possible to do
these reports in six nonths or | ess. Those of
you who are experienced in doing this work know
that that's fast for doing an adequate evi dence
report, but we think that HCFA shoul d neet that

st andar d.

The next procedural recommendation is
basically that nenbers of the panel should be
actively involved in the process of review ng the
evi dence, and that's based on quite a | ot of
experience with other health technol ogy

progr ans.
So for exanple, we think that the chair

of the panel and perhaps others -- but certainly

the chair -- should work with HCFA to establish

whi ch are the nost inportant questions that the
evi dence report should address, and then
ultimately the panel nust answer as part of its

del i berati ons.

Secondly, we feel that several nenbers
of the panel should be active participants in
desi gning the evidence review and preparing the
evi dence report that the panel wll consider.
And that's based in part on what we feel is the
need to have real expertise on the panel on the
topic in question. And the best way to get that
expertise is to participate in the design of the
evi dence review and the witing of the report.

Finally, we feel that it's very
| nportant that each evidence report be given an
extrenely careful review W expect that all
menbers of the panel will read the report very
carefully, but we also recommend that one or two
menbers of the group be assigned to be what are
called primary reviewers, and we expect those
people to really dig into that report, do their
best to find any potential problens with the
report so that the panel will know that the
report has been given sort of the ultimate in
very close scrutiny.



23
24
25

. 00029

. 00030

Finally, we recomend that there be
expert review of the evidence report. To ensure
that the evidence report is conplete and free

from bias, the Executive Conmttee recomends
expert review of the evidence reports. This is
going to nmean in general subjecting the reports
to external review. And the purpose of that is
to assure everybody, the public, the proponents
and the panel, that the evidence report is
conplete and that it's fair.

That external review should take pl ace
before the panels neet, and the evidence report
as well as the coments of expert reviewers wll
be part of the public record of the panel's
deli berations. W envision a relatively small
nunber of expert reviewers, perhaps a half dozen,
and we wll require themto conplete their review
inatinmly fashion, within a nonth.

Now, the |ast transparency is not part
of our report, but it's based on what you could
read in the report as a possible tine line for a
typi cal MCAC evaluation. So tines zero is the
time that HCFA decides to go to MCAC for an
opi ni on about the adequacy of the evidence. Then
in the first nonth HCFA and the panel chair woul d
deci de on what are the key questions that the
panel needs to address and what are the key
requi rements of the evidence report. In

addi ti on, HCFA woul d deci de who woul d do the
evi dence report.

Month two to seven woul d represent the
time during which the evidence report woul d be
prepared. And again, it mght not be nonth two
to seven. It mght be nonth two to five if the
topic was one that led itself to a nore speedy
concl usion of the review of the evidence.

In nonth eight the report is out for
external review. It's out to nmenbers of the
panel for review. And at the end of that nonth
there's a neeting of the panel that leads to a
report to the Executive Committee. And certainly
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in the ideal world, the timng of the Executive
Commttee neetings would be closely tied to panel
neetings, so the Executive Commttee could sign
off on the recommendati ons of the panel within a
nonth after the conpletion of the panel neeting.
And then it will be up to HCFA to decide on its
own tinme schedul e about coverage policy.

So that concludes the report of the
subcommttee. And I think it would be good now
for menbers of the subcommittee to say anything
that they wi sh about ny report to be sure that it
reflects the views of the nenbers of the

subconm tt ee.
So woul d anybody on the subcommttee
like to comrent at this point on ny review?

M5. RICHNER: | have sonet hi ng.

DR. SOX: Randel, please.

M5. RIRCHNER: | actually wote
sonmething last night. | wanted to wite them al
down so that | didn't forget anything. So excuse
me while | load up here to get sonething. |If
anybody el se has anything to say -- | didn't know

that this was ny tine to talKk.

DR. SOX: Randel, is it okay if John
makes a few remarks?

M5. RICHNER  Sure.

DR. FERGUSON: Just a few. First of
all, I think that this is a very nice road nap.
It's an idealistic road map in ny view. And I
guess ny overall viewis although I think that
this is sonmething that we all mght |like to shoot
for, that the end result following this totally
mght tie the process so that it wouldn't work,
and | would not like to see that happen.

A coupl e of specifics. Point one on
t he adequacy of the evidence.

DR. SOX: John, actually, if you don't

mnd, | think I'"'mgoing to interrupt you. W're
going to have an opportunity later on in the
norning to present our concerns about the
report. | think maybe it would be better to do
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that | ater and just have the nenbers of the
subcomm ttee comment on whether | have given the
report as they think it is. 1Is that okay?
DR. FERGUSON: Sure. You neant from
t he nmenbers of the subcommttee?
SOX:  Yes.
FERGUSON: Excuse ne.
SOX: If you wouldn't m nd hol di ng

FERGUSON: That's fine.
SOX: Has that given you enough
time to get your thing up on the conputer?

M5. RICHNER. Once again, I'msorry to
have to do it this way, but | decided to wite
this on the conputer last night, so | didn't have
any way to print it.

DR. KANG W can print it for you.

M5. RICHNER: That's okay. |'ll just

T8 33D

read it.
In ny work to date with MCAC, | have
attenpted to bring views on the inpact of our

coverage and process recommendations on the

I ndustry, on technol ogy devel opnent and

| nnovation, and first and nost inportantly, of
t he i npact of these recomrendati ons on patient
access to new technol ogy.

My views are derived fromyears of
practical experience and applied research from
bei ng a nephrol ogy transplant nurse, public
heal th research background, including health
econom cs -- now cones research for the
phar maceutical industry -- and nost recently, as
the vice president of a |arge manufacturer of
mnimal |y invasive technol ogy.

| ' ve al ways consi dered nyself one who
comes froma scientific and clinical perspective
and passionate about what is inportant for the
patient. Having said this, | amcertain that no
matter what | say, it will not be to the I|iking
of at least one if not several of the
constituencies represented here today.

VWiile | was invited to participate in



t he subcomm ttee who has drafted this docunent, |
can say that I amnot conpletely satisfied with
the final output of this draft. First, | was
particularly concerned with the tone, which

inplied a lack of flexibility in review ng and
assessing the information that is avail able for
t echnol ogy assessnents. | feel that overall the
docunent assunes that new technol ogy information
is innately flawed, or another way of saying it,
that all technology is guilty until proven

i nnocent and that it is HCFA' s responsibility to
protect the public.

Second, we do not take into account the
availability and rigor of evidence that is
avai | abl e over tinme for a technology. Depending
upon when the technology is referred to MCAC, the
life cycle of the technol ogy can have a profound
| npact on the level and the types of evidence to
be revi ened.

Third, our primary task was to descri be
a process for which the panels could nake
efficient decisions. | felt the draft was never
cl ear on the who, what and when directions for
the panels. | also was concerned that we have
added on tinme and many additional reviewers that
woul d make the overall process arduous for any
t echnol ogy to overcone.

However, | mnust strongly support that
we, the industry -- and | assune that we're all

the industry in sonme ways -- have a
responsibility to the patient to ensure that the
t echnol ogi es we devel op and expect to be covered
and paid for will ultinmately produce sone

addi tional benefit to the Medicare patient. This
shoul d be expected and denanded by consuners of
heal t hcare servi ces and products.

Finally, | feel that HCFA shoul d have
provi ded MCAC nore gui dance for the Executive
Commttee on content and process. | feel that
the | ack of published guidelines could have
provi ded cl earer gui dance on criteria for which
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t he technol ogy shoul d be assessed. They' ve
essentially left it de facto to the conmmttee.
|'"'mvery commtted to the MCAC
process. W have an incredible resource of
dedi cated, highly talented individuals from which
we can freely draw and use their expertise for a
t echnol ogy assessnent process that is workable,
doabl e, predictable and fair.
The comm ttee should have had
i nstruction on the goal of coverage eval uations
in a divided, fragnented coverage and paynent
systemthat no one can possibly understand who is

not intimately involved with the inner workings
of HCFA. | even wonder if those inside HCFA
real | y understand how one system affects
another. It's very inportant.

As a qui ck exanple, how many tinmes have
| heard recently fromvery educated individuals,
why can't we sinply get them HCFA, to increase
t he DRG paynent to cover the new technol ogy?

J&) did it with stents. | hear that one all the
tinme.

In conclusion, all the dial ogue has
been particularly useful to nove this to the
poi nt where | believe we can now successfully
design a process and criteria that will work for
fair technol ogy assessnents. Wth sonme open and
frank discussions | expect we'll have today, |
hope that we can enable a definitive coverage
process for prom sing therapies and
t echnol ogi es. Thank you.

DR. SOX: Thank you very nuch.

Wul d any ot her nenber of the
subcomm ttee wi sh to make any remarks?

Well, since there are no further
remarks fromthe subcommttee, it's nowtine for
us to go into open public session. And let ne
just briefly lay out the ground rules. W have

ni ne peopl e.
DR. BERGTHOLD: 1'd just like to say
one thing for the record.



DR. SOX: Thank you very nuch.

DR. BERGTHOLD: | just wanted to
comrent on the process of the subcommttee for
t hose of you who didn't have the opportunity to
be invol ved, including people here around the
table, and that is that Hal as chair was very
open to all kinds of our concerns about nuance,
word and tone, and | believe this went through at
| east a dozen drafts and iterate of drafts trying
to be sure that the tone was clear.

And so while sonme may think that this
| ooks negative, | think it is incunbent upon
everyone, not only here, but in the audience, to
really carefully read this docunent. Al nost
every word was di scussed and tal ked about at
great length so that the tone would be clearly
that while there's a gold standard for evidence,
we understood, all of us, that not every new
technology will neet that standard.

So | just wanted to make that clear,
that we had this |evel of discussion at the
subconm ttee level, and | wanted to thank Hal for

bei ng very receptive and open to everybody's
comrents. Thank you.

DR. SOX: Thank you very nuch.

Any ot her coments before we nove on?

In that case we'll go into open public
session. The plan is to have five speakers in
t he next hour, then take a 20-m nute break, and
t hen cone back for the | ast four speakers, then
nove on to the HCFA presentation at approxi mately
a quarter to 11:00.

So five divided into 60 goes 12 m nutes
per speaker. Excuse ne.

Coul d you approach the mc if you have
to make a comment.

DR. VEI SENTHAL: My nane is Larry
Wi senthal, and | just have a protest concerning
the allocation of tine to the speakers. |
noticed that your five speakers for the first 60
m nutes have 12 mnutes a piece, and that | eaves
four speakers in 20 mnutes for five mnutes a
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piece. So the first speakers get 12 m nutes.
The second speakers get five m nutes.

| paid $900 of nmy own noney to fly from
California and mss two days of work, and | was
told in advance |I'd have ten mnutes. | can say

it inten mnutes, but 1'd really like to have
12.

DR. SOX: Thank you very nuch.
Everybody's going to have the sane anount of
time. Let's see. W' ve got basically an hour

and -- | think what we'll basically say is ten
m nut es per speaker, which | guess is what you
were | ed to expect, and we'll just let the tine

fall where it nay.
So I'mgoing to ask you to stop at ten

mnutes, and | will be inpolite and tell you to
sit dowmn if you try to go over, just so you
understand that's the way | am And I'l| raise

ny hand with about a mnute to go to give you a
chance to wap up.

So let's start with Guido Tricot, who
is Director of the Myelonma Transpl ant Center at
the University of Arkansas. Wl cone.

DR. TRICOT: Thank you very nuch for
giving ne the tine to bring up a fewissues. MW
nane is Guido Tricot. I|I'mthe director of the
nyel oma program at the University of Arkansas.

The first issue | would like to bring
up i s the age issue. Although we assune that
Medicare is mainly for patients over the age of

65, when we reviewed the records of patients who
had transplants for myel oma, approxinately
one-third of the patients were under the age of
65. That's one issue.

The second i ssue about age is that nost
of the reasons why age has becone a problem --

M5. LAPPALAI NEN:. Coul d you bring the
mc closer to you? It's wireless, so you can
pick it up, if you'd |ike.

DR. TRICOI: -- why age has becone a
problemis because of the conorbid conditions
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that the patients may have. And in nost studies
there are sufficient exclusion criteria to deal
with the conorbid conditions. And rather than
maki ng age an issue, because we all know that
there is basically no difference between a
patient who is 64 years and 11 nont hs and
sonmebody who is 65 years, and that there's a
di fference between cal endar age and bi ol ogi ¢ age,
| think exclusion criteria rather than age itself
shoul d be the main thing to exclude conorbid
condi ti ons.

A second point that | would like to
bring up is that in the explanation of panel's
concl usion, the panel chair is responsible for

witing the explanation of the panel's
conclusion. W need to nake sure that there are
mechani sns in place that the report is a
reflection of the whole group of the panel and
not necessarily mainly a reflection of what the
chair's vision is.

A third point is the external review by
experts. Although it states that this wll
becone part of the public record, we need to nake
sure that this becones part of the public record
prior to the panel neeting and that there's
adequate tine to review and comment at the tine
that the proponents will nake the report.

A smaller coorment is on the random zed
studies. Although we all would |like to have many
random zed studies all show ng the sane results
and going in the sane directions, we also need to
be aware of the fact that once there is one
random zed study that shows that one treatnent is
better than the other, it becones difficult to do
further random zed studies. In principle you're
only supposed to do random zed studies if as a
physi ci an you' re not convinced that one treatnent
Is better than the other and that you have no
bias toward any of the treatnent nodalities.

There's also a problemw th referral
patterns. W at the University of Arkansas have



tried to do random zed studies, but the patients
that are comng to our institution cone from
everywhere, and they cone because they want a
certain procedure done, and we have never been
able to do random zed studi es because of that.

And the last point | would like to
bring up is that there is a trenendous tine |apse
between initiation of the process and the point
in time the proponents are convinced that what is
proposed is better than what has been avail abl e
before and the ultimate approval. And it's going
to be at |east nine nonths, and probably nore
likely, 12 nonths or nore. And | think there
shoul d be a nmechanismin place that provides
tenporary approvals in between this 12-nonth
| apse and that a commttee of experts can be
gathered to give tenporary approvals until the
final decision by HCFA is nade.

| think those are ny main concerns.
Thank you very nuch for giving ne this tine.

DR. SOX: | should rem nd the nenbers
of the Executive Comnmttee that we're going to
have about an hour to ask questions of the people

who are going to speak. So take notes and be
ready to ask sone questions during the hour that
will be reserved for discussion with them

Wth that, we'll nove on to R chard
Just man, who is nedical director of United
Heal t hcare and the Anmerican Association of Health
Pl ans.

DR. JUSTMAN. Thank you. Good
norning. M nane is Dick Justman, and | do not
have any financial connection to technol ogy or
devi ce manufacturers. In nmy current position
t hat woul d be very difficult.

My nane is Dick Justman, and |I'mthe
nati onal nedical director of United Health G oup.

DR HILL: Excuse ne, Dr. Justman.
Wul d you do the sanme thing with your
m crophone? Folks in the back are indicating
they can't hear.

DR. JUSTMAN. |Is that better?
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DR. HILL: Thank you.

DR. JUSTMAN: [|'mthe national nedical
director of United Health G oup, and |I'm here
t oday speaki ng on behalf of the Anmerican
Associ ation of Health Plans. AAHP represents
nore than a thousand heal th mai nt enance

organi zati ons, preferred provider organizations
and other simlar network-based health delivery
systens that provide healthcare to nore than 150
mllion Anericans. AAHP nenber health plans are
dedi cated to the philosophy that we put patients
first by offering them benefit packages offering
coor di nat ed conprehensi ve heal t hcare.

United Health G oup, the conpany for
which I work, has 40 health plans around the
United States serving approximately 14 mllion
comrercial enrollees in HMO, PPO point of service
and excl usive provider organi zation products. W
al so have approxi mately 400,000 Medicare
enr ol | ees.

As you may have read recently in the
newspapers, United Health Group has recently
enbar ked upon a program which we call care
coordination, and this is a nodel of healthcare
coverage which essentially allows physicians and
patients to nake heal thcare decisions with
m ni mal intrusion by the health plan subject only
to the [imtations of benefit design. However,
we feel very strongly that for this endeavor to
wor k, we need to be covering procedures to
bi ases, treatnents and drugs that we know

actually do work.

We strongly endorse a rigorous,
evi dence- based approach to coverage
determ nations. W appl aud the establishnent of
t he Medi care Coverage Advisory Commttee to
assist HCFA to evaluate the clinical evidence
about the relative effectiveness of new nedi cal
devi ces, services and ot her technol ogi es.

The report of the Executive Committee
wor ki ng group to be discussed today will pronote



11 systematic and consistent eval uation of the

12 clinical evidence by the panels that we believe
13 should neet the needs of all the stakehol ders.

14 There is conpel ling evidence, including
15 evidence cited by President Cdinton's own

16 advisory conm ssion on consuner protection of

17 quality in the healthcare industry, that

18 Anericans do not always receive the best possible
19 healthcare. |In many instances they do not

20 receive inportant healthcare services that they
21 should, and yet in other instances they receive
22 services of uncertain value, and unfortunately in
23 yet other instances they receive services of

24 questionable quality.

25 Al so, too often nedical treatnents are

1 wdely dissem nated before they have been proven
2 to be effective putting patients potentially at
3 risk of harm and this al so di scourages for
4 further research.
5 Both of these problens, the variation
6 and the use and quality of healthcare services
7 and the proliferation of unproven treatnents,
8 illumnate the inportance of pronoting a delivery
9 <care that is based upon robust, scientific
10 evidence.
11 To give you an exanple, a recent study
12 showed that between 1987 and 1991, only 21
13 percent of eligible elderly patients were treated
14 wth beta bl ockers for ischem c heart disease,
15 nyocardial infarction and rel ated di sorders and
16 that the subsequent nortality rate for those who
17 did receive the treatnment was 43 percent | ower
18 than for those who did not receive the
19 treatnent. This translates into, in that study
20 group, 18,000 potentially avoi dabl e deat hs that
21 woul d not happen because the appropriate
22 treatnent was not given.
23 VWhat is really stunning in this case is
24 that in the words of the Anerican Medi cal
25 Association, beta bl ockers are one of the nost
. 00047
1 scientifically studied and substanti ated nedi cal



therapies. There is a plethora of published

evi dence about them The American Col |l ege of
Cardi ol ogy and the Anerican Heart Association
have brought gui delines and physician statenents
pronoting their use. And despite this and
despi te vol um nous evi dence, there are many

el i gi bl e people who potentially would have
benefited from beta bl ockers who have not
received them

A second probl em underm ning the
quality of care is the proliferation of
treatnments that have been wi dely dissem nated in
t he absence of proof that they are effective. In
such cases patients may be harnmed because they
forego a standard proven therapy in favor of a
treatnent that may be | ess effective than the
standard one.

A nost recent exanple is that of high-
dose chenot herapy and bone marrow transpl antation
for wonen with breast cancer. An assunption was
made many years ago that if wonen are partially
responsive to standard dose chenot herapy, that
hi gh- dose chenot herapy coupl ed with bone marrow
or peripheral stemcell rescue would be even nore

effective. Unfortunately at the tinme this
assunption was nmade, there was |ittle evidence to

support this, little robust scientific evidence.
And in fact, this becane w dely dissem nated as a
treatment that wonen nust have. Well-intentioned

advocacy groups pronoted its use. Mny states
actually passed | aws mandati ng coverage for
this. And this essentially becane a
self-fulfilling prophecy.

Wnen assuned that if states were
mandati ng coverage for this, this nust be a
preferred and effective treatnment. This
essentially made it very difficult for wonen to
random ze thenselves into controlled trials
because wonen were afraid that if they were
random zed into the standard treat nent group,
they would m ss out on treatnent that m ght be
effective. So in fact, there was circul ar
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reasoni ng here.

And as you know, there has been recent
publ i shed evidence that says that if anything,
hi gh- dose chenot herapy bone marrow
transplantation is no nore effective than
standard chenot herapy for wonen wi th breast
cancer although the norbidity of high-dose

chenot herapy is substantially greater. So this
IS a very stunning exanple of a situation in
which a therapy is rapidly proliferated in the
absence of scientific evidence, and it is very
difficult nowto reverse that trend.

Anot her exanple of a less life-

t hreat eni ng but equal ly pervasive disorder has to
do with | ow back pain. Approxinmately a year ago
in a national news weekly, a device was

di scussed, which presunmably through a heat
treatnent, reduces significantly diskogenic

| ow- back pain. This was widely reported, and
many providers in many regions of the country
began to pronote this treatnent.

At the tine that this was done, there
was al nost no scientific evidence published at
all. Al the scientific evidence that was
avai |l abl e was avail able on a website.

To make matters worse, there were yet
ot her providers who began to use this device to
treat neuropathic pain, for which the FDA
I ndi cati ons never existed in the first place. So
this is yet another exanple where in the absence
of scientific evidence, there can be rapid
proliferation of technol ogy that desperate people

will try to use.

Heal t h pl ans have taken a prom nent
role in pronoting evidence-based care.
I ncreasingly, health plans are working with
physi cians to reduce the variation in practice
patterns through the di ssem nation of chem cal
profiling tools and processes of care that guide
physicians to provide their patients the right
care at the right tinme and in the right setting.



Heal th plans distribute and encourage
t he use of evidence-based processes of care by
physi ci ans and ot her heal t hcare providers.

Heal th plans al so provide feedback to physicians
about how their treatnent practice patterns,

i ncl udi ng underutilization and overutilization,
conpared to scientific evidence and also to the
practice patterns of their peers. Health plans
make scientific coverage determ nations based
upon the best avail abl e evidence. Through these
and other activities, health plans actively
pronote the use of evidence-based care.

Through technol ogy assessnent, health
pl ans are working to approve coverage of new
treat nents supported by nedical evidence and to
avoid the coverage of treatnents for which there

s no scientific evidence and for which these
treatnents may actually harmpatients. In

t echnol ogy assessnent organi zations gat her and
evaluate the scientifically valid evidence
avai |l able, including, but not limted to,

surgi cal procedures, devices and drugs.

First, they determ ne whether the
evi dence denonstrates that the treatnment is
safe. Second, they eval uate whether or not the
evi dence denonstrates that the treatnent is as
effective or nore effective than an existing
treatnment if an existing treatnent does exist.

Heal th plans use this information in
determ ni ng whet her or not the treatnent shoul d
be a covered service. By inplenenting a
structured nethod for evaluating new or existing
treatments and not covering treatnments not proven
to be effective, health plans are working to
reduce the proliferation of unproven and
potentially unsafe treatnents.

However, health plans cannot solve this
probl em al one. W need the help of others within
the system including Medicare, Medicaid
provi ders, researchers and nmanuf acturers.
| ncreasingly, the healthcare community and policy
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makers recogni ze the inportance of pronoting
evi dence- based care and are working to change the
current environnment.

In addition to health plans, others in
t he heal thcare community understand the
| nportance of pronoting and providing evidence-
based care, and in order to be valid, the
evi dence itself nust neet certain criteria.

We support very definitely the use of
t he best possible scientific evidence, and we are
aware that random zed controlled trials ideally
are the best evidence. W recognize also,
however, that those are not al ways possi bl e,
either due to the lack of availability of a
control arm the size of the cohort or other
factors. However, we believe very strongly that
we nust al ways seek the best scientific evidence
that is available and the best nethodol ogy
avai l able in order to nake coverage deci sions.

In conclusion, | would like to stress
that the first goal of the healthcare system
shoul d be to provide quality healthcare
services. In our current systemtoo often
quality is conprom sed because the care delivered
s not consistent with the best avail abl e nedi cal

evi dence.

Heal th plans are commtted to inproving
quality care through reliance on nedi cal evidence
when naki ng coverage determn nations, when
eval uati ng new therapies and in conmuni cati ng
with providers. |In order to inprove the quality
for all patients, however, all stakeholders in
t he healthcare system not just the health plans,
must be actively commtted to the process of
usi ng evi dence- based nedi ci ne. Thank you.

DR. SOX: Thank you very nuch. Just so
t hat the speaker knows when there's one nminute to
go, I'mgoing to stand up, which hopefully w |
catch your eye. Putting up ny hand didn't seem
to work very well.

Qur next speaker is Mrgan Downey,
Executive Director of the Anerican Qbesity



Associ ati on.

MR. DOMNEY: Thank you, M. Chairnman
and nenbers. |It's a pleasure to be here with you
t hi s norni ng.

My nanme is Morgan Downey, and | amthe
Executive Director of the Anerican Qbesity
Associ ation. This association is about four
years old, and it was founded as an adequacy

organi zation to pronote research, treatnent,
prevention and intervention in the epidemc the
country is going through, obesity.

|'"'mvery pleased to be able to address
t he conpl ex i ssues of obesity in the Medicare
programwi th you this norning. For the record,

t he Anerican Qbesity Association is supported by
several major conpanies, including Argen Hof f man-
LaRoche and all pharmaceuticals, Wi ght Watchers
International, in dues from professional and |ay
menbers. To the best of ny know edge, no
supporter has a specific coverage issue before

t he Medi care Coverage Advisory Commttee at this
tinme.

At the outset I'd like to put our
current and inmedi ately foreseeable situation on
the record. Over half of the United States
popul ation is overwei ght, and about a quarter is
obese neasured as their body mass index of over
25 and over 30 respectively. According to 1991
data, the percentages of the Medicare popul ation,
with the BM of over 27.8 percent for nales and
27.3 for femal es, ranged from 23.8 percent for
white males to 48.7 percent for black fenales.

As you well know, obesity is a major

I ndependent risk factor for conditions such as
Type |l di abetes, hypertension, heart disease,
stroke, several cancers, arthritis, end stage
renal di sease, gall bl adder di sease and sl eep
apnea, to nane a few of the 30 or so conditions
wher e associ ati ons have been found.

We know t hat obesity is increasing
rapidly in the population. Jeffrey Copel and,



Director of the Centers for Disease Control and
Prevention, has likened its spread to that sane
in infectious diseases. According to a recent
article in JAMA in Cctober, between 1991 and
1998, the preval ence of obesity neasured as a BM
over 30 anpbng persons age 60 to 69 increased 44.9
percent. The preval ence anbng persons over 70
I ncreased 28.6 percent. That is a rate of 6.4
percent per year at a BM |evel of 30 and four
percent a year increase for a person over 70.

We al so know that obesity is a major
generator of healthcare costs. According to a
study of the Anmerican Obesity Association
comm ssion fromthe Lewin group |ast year, the
di rect healthcare cost of obesity exceeded a
hundred billion dollars in 1999. This figure
does not include indirect costs or costs spent on

treating obesity itself. W did not ask for a
breakdown by payers, but | think it's fair to
assune that the Medicare program plays a
significant if not majority conponent of those
costs.

So it's not wthout substanti al
justification that obesity is now listed as one
of the nation's ten |eading health indicators, as
announced a few weeks ago by the surgeon
general .

We concede, therefore, that nore and
nore Anericans are becom ng obese, which w ||
dramatically increase their risk for diseases,
whi ch Medicare will pay for. These people wll
come into the Medicare program both as they age,
and al so as they becone eligible for disability
under Social Security disability procedures.

The standards for the eval uation of
obesity under Social Security is currently
under goi ng sone changes, but we expect that the
current nunber of 137,000 persons who receive
Social Security disability under their obesity
listing will continue to increase. And as you
know, after two years on disability, these
I ndi vidual s start receiving healthcare coverage
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under the Medicare program

Qur interests today are twofold.

First, we propose that the commttee consider
when eval uating new nedi cal profits, be they

| aboratory tests, diagnostic procedures,
preventative intervention or treatnent, that a
| arge portion, a quarter to a half of the

Medi care popul ation, is overwei ght or obese.

Questions m ght be asked were the
studies in support of the procedures conducted in
a representative sanple of the current popul ation
by wei ght? Can Medi care beneficiaries who are
obese access the new technol ogi es?

As an exanple, there are recent studies
show ng, for exanple, that obese wonen receive
pap snmears and mammograns with | ess frequency
t han do nonobese wonen.

Last fall the representative of HCFA,
speaking at a conference we had on public policy
i nplications of obesity, indicated that the bone
marrow transplantation protocols in this country
excl ude persons with obesity w thout nedical
justification.

Second, we propose that the commttee
begin the process of clarifying Medicare coverage

of obesity. Paragraph 3526 of the coverage
manual states, quote, obesity itself cannot be
considered an illness. The imredi ate cause is a
caloric intake, which is consistent with a higher
than caloric output. Program conm tnment nay not
be nade for the treatnent of obesity al one since
this treatnent is not reasonable and necessary
for the diagnosis and treatnent of an illness or
injury. Yet under paragraph 3540, obesity
surgery, bariatric surgery is covered if
nmedi cal | y appropriate and necessary to correct an
i 1l ness caused or aggravated by obesity.

Clearly these two paragraphs are
I nconsistent. |If obesity cannot be considered an
i1l ness, the surgery to correct it can't be
covered. On the other hand, as a reduction of



wei ght can correct an illness or injury
aggravat ed by obesity, what possible
justification is there for covering exclusively
the nost drastic and |life-threatening

i ntervention when other equally effective and

| ess risky treatnments are available? Cearly
3526 of the coverage manual is wong and shoul d
be considered an enbarrassnent to the Health Care
Fi nanci ng Admi ni strati on.

Il ness i s synonynous wth disease.
Virtually every nedical and scientific definition
defi ne di seases as, for exanple, does Stedman's
nmedi cal dictionary, which is, one, an
i nterruption, cessation or disorder of body
functions, systens or organs, or two, a disease
entity characterized by at | east two of these
criteria; one, recognized etiol ogic agent or
agents, two, an identifiable group of signs and
synptons, three, consistent anatom cal
alterations. Cearly obesity neans all three of
these criteria.

Any anal ysis of the definitions of
i1l ness and injury disorder will denonstrate that
obesity is considered an illness by the vast
wei ght of nodern, scientific and nedi cal
understanding. Therefore, we'd |like to suggest
two i ssues for your consideration.

First, given the increase in the
overal |l Medicare popul ation which is obese and
the increases in nedical technol ogy, we want to
be sure that all such advances are available to
t he obese Medi care popul ation. Therefore, AOA
suggests that all future subjects for Medicare
coverage determ nations be evaluated with this

popul ation in m nd.

Second, we suggest the commttee
establish a subcommttee or working group to
revise the current and incorrect coverage nanual
par agraph 3526. There are nany prof essi onal
guidelines for the treatnment of obesity in adults
i ncl udi ng that devel oped two years ago by the
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National Institutes of Health, which relies on
literally hundreds of random zed controll ed
clinical trials and other studies which would
neet the criteria earlier elucidated by the
chai rman regardi ng the considerations of this
committee.

The Anerican Qoesity Association would
be pl eased to provide whatever assistance or
support would be hel pful to the conmttee in
t hese undertaki ngs. Thank you.

DR. SOX: Thank you very nmuch. CQur
next speaker is Donald Baim

DR. KANG  Hal ?

DR SOX: Jeff?

DR. KANG M. Downey, on your second
| ssue, procedurally -- 1 think you got our April
notice last year -- you really need to submt a
coverage decision internally. MCAC gets only a

very smal|l subset referred to by HCFA. This is
actually the first time I'maware of that
coverage manual issue, and we'd be happy to | ook
at it, but maybe we can talk about that off |ine
how to get that done.

MR. DOMNEY: Ckay.

DR. SOX: Thank you very nuch.

Qur next speaker is Dr. Donald Baim
Chief of the Interventional Cardiology Section at
the Beth |srael Deaconess Hospital, and he's
speaki ng today on behalf of the Health Industry
Manuf act urers Associ ati on.

DR. BAIM Thanks. It's ny pleasure to
be down here. H MA asked ne to speak about sone
of the real world applicability of technol ogy
Il nnovati on and adoption in the interventional
cardi ol ogy area and specifically as it pertains
to the coverage decisions by this group.

Can | see the first overhead, please.
| think we all share common goals in terns of
encouragi ng i ndustry to devel op newer devices and
devi ce inprovenents and facilitate the rapid
adoption of safe and effective new diagnostic and
t herapeutic technologies in healthcare to inprove
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the wel |l -being of our population. W nore than

anyone endorse the use of robust-data-driven
approaches and avoi ding technol ogies that are

| ess effective. And I'Il talk a little bit about
where the FDA process has gone in interventional
car di ol ogy.

But in reading the report of the
commttee, |'mconcerned that we preserve the
ni nbl eness and responsi veness of a system of
coverage decisions both to allow rapid adoption
of technol ogy and avoid pl aci ng al ready strapped
hospitals in further financial jeopardy by
forcing themto buy effective new technol ogi es
wi t hout offsetting reinbursenent. And we'll talk
about an exanpl e of that next.

So | want to nake three basic points in
this ten-mnute slot. The first is that we
really need a variety of evidentiary sources,
random zed clinical trials being one of them but
al so including registries, equivalence trials and
OPCs to deal with different situations.

The second is to point out that the
trials that are currently being done for FDA
approval are |arge and very nethodi cal and should
be the first points considered as new
t echnol ogi es energe fromthe FDA process and are

considered for coverage. |'ll talk a little bit
about the fact that | do believe they're
sufficiently generalizable to apply to the care
of Medi care popul ati on by mai nstream oper at ors.

And third, that del ayed HCFA coverage
approval restricts application of new and better
t herapi es and adds financial burdens to hospitals
Wi th an expense reinbursenent gap as well as
| ndustry.

So | really want to cover that first
point, the variety, the spectrumof evidentiary
sources. At different points in the devel opnent
of new technol ogy, pilot registries may be
val uabl e for proof of concept and device
refinenent, although not for the coverage
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deci sions you're tal king about here, but broader
registries that may contain thousands of patients
may be adequate for approval of certain well-
characterized devices.

Third, random zed equival ency trials
are now bei ng used by FDA to approve new
generation stents that we'll talk about in a
second and denonstrate noninferiority relative to
ot her established therapies. The random zed
superiority trials that the gui dance docunent

focuses on to establish superior outcones or
cost-effectiveness of high-volune, high-cost or
hi gh-ri sk procedures once they're mature versus
the prior standard of care are not the only sort
of valid evidence that needs to be considered in
t he coverage deci sion.

And finally, the inportance of post FDA
approval collection of popul ati on-based out cone
data to docunent the use, patterns and risk-
adj usted outcones of conpetitive procedures for
certain conditions in the real world should not
be underesti mat ed.

| just wanted to talk briefly about how
this whole interventional cardiology got here,
and it was through registries. The NHLBI PTCA
Registry 1, in 1977 to 1981, lead to the adoption
of this therapy, and the Registry 2, in 1985 and
' 86, docunented the inprovenent in devices and
techni que. Katherine Detre fromthe University
of Pittsburgh and I, wth NHLBI funding, set up a
third registry in 1989 that ended up enrolling
sonme 4500 patients with seven new i nterventi onal
devices and really still constitutes the |argest
series of patients with core angi ographic
| aboratory eval uati on of one-year followup for

many of these devices.

That type of registry approach,
however, was not sufficient to lead to the
approval of stents. So in 1993 the first stent
versus angi opl asty random zed trials were
performed within the NACI registry that use



single indications, a full random zed cli nical
trial machinery and |lead to the approval of the
J&J) stent in a rigorous FDA process in 1994,
maki ng the United States the [ ast of the

i ndustrialized countries to receive approval for
this device. So it's a very slow process,
random zed trials. Particularly as new

t echnol ogy becones accepted, there's energing
rel uctance to random ze stentable patients to
conventi onal angioplasty, and that |eads to a
very prol onged approval for the second stent to
try to go through this random zed conparison to
angi opl asty.

So how have the variety of stents that
are now in interventional practice gotten through
this FDA process? It's really been by a change
in paradigm And the change in paradi gmthat
took place in 1996 was really to say we don't
need to random ze stents versus angi opl asty any

| onger, that docunenting equival ency to approved
stent designs would be al so an acceptabl e
approach. And the last half a dozen stents to be
approved have been done in that format, usually a
t housand patients random zed to a new versus an
old stent. Recruitnent is faster because
everyone gets a stent, and it's a good sol ution
to followon inprovenents and accepted
technology. It has the rigor of an RCT, but
wi t hout a placebo group. It can also nonitor for
| nprovenents in stent designs, but it's a
paradi gmthat's show ng signs of age because
show ng equi valency to a first generation stent
I s probably not good enough, and it wastes the
noney of reconfirm ng the performance of the
first generation stent in each successive trial.
So where we're headed in this new
device era in 2000 and beyond is to devel op OPCs,
obj ective performance criteria, that will collect
regi stry data and docunent perfornance consi stent
with the OPCs for stent performance. The reason
| go through this series of eval uation paradi gns
is really we're right back now with registries,
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and each of these different formats for evidence
coll ection has been appropriate for a different

point in the devel opnent of the technol ogy. W
can't just fixate on random zed clinical trials.

| just wanted to show you what this new
devi ce era has neant in our own practice, and
this one shows in stacked bars the different
t herapi es used in our programover the five years
from 1994, when the J& stent was approved,

t hrough 1998. Angioplasty is the bottom bar
shown in red, conventional balloon angi opl asty,
whi ch has now fallen to 21 percent in

i nterventions. Stenting over that period has
risen, the yellow bar, from29 to 68 and now 79
percent |last year in 1999 wth two at herectony
t echnol ogi es accounting for the final quarter.

So this adoption of technol ogi es has
really revolutionized our field. The J& stent,
as we said, was approved in 1994. And Medicare
deci si on about coverage and assi gnnent to DRG
116, however, did not take place until 1997. And
in those three years between FDA approval and
Medi care rei nbursenent coverage, the hospitals
were having to buy this effective technol ogy from
manuf acturers w thout any increnental
rei mbursenent, and it contributed in no small way
to the financial deneunent of many of the |eading

i nstitutions.

Now, one could say this rapid adoption
of technology is just to appease technol ogy-
crazed operators, but this shows the
correspondi ng incidence of major conplications
over that same tine period. And the adoption of
t hese technol ogies has in fact cut major
conplications in half, so we need to keep
facilitating this rapid adopti on process.

| just want to close by taking you
t hrough one of the trials, a Boat trial and
at herectony trial, to give you a flavor for the
generalizability of the Medicare popul ation.
This trial enrolled a thousand patients over a



one-year tinme franme, actually 16 nonths, to
angi opl asty versus atherectony. This was done at
36 centers, and this shows that they are
geographically distributed, and they're both
active practice centers.

One concern is the age of patients, and
what |'ve shown on this is the cumul ative
distribution in yell ow of our own interventional
patients whose nedian age is 64 conpared to the
age in pink, | guess, of 12 trials with 8,000
patients that have been run by our daily

coordi nati ng center showi ng the nedi an age of 63.
So the age distribution in the interventional
trials is representative of about half the
Medi care popul ation of routine practice.

The i ssue about few gol den operators

driving the results of these trials, |I think, is
addressed here show ng the center-by-center
performance in this trial. There's a w de

variety of operators and operator experience, and
as you can see in the DCA results shown in the
yel l ow bars, in terns of residual stenosis
there's a wide variety of practice patterns.
Thank you.

DR. SOX: Thank you very nuch. CQur
next speaker is Wayne Roe, who is Chairnman of
Covance Heal th Econom cs & Qutconme Services in
Washi ngton, D.C., and he's speaki ng on behal f of
the Health Industry Manufactures Associ ation.

MR RCE: Good norning. |I'mglad to be
here. |'mactually speaking on behal f of
nyself. |'m speaking at the behest of H MA |

have | ots of reasons to have conquest in this
business, and | do a little bit of consulting in
t he coverage policy area, very little bit from

the old days. |'mon the boards of six nedical
start-up copies in the California area, involved
with three venture capital firns who fund life
sci ences conpanies, all of whomw || have things
that will conme before HCFA soneday, but maybe not
for three or four years.



| think H MA asked nme to be here
because | spent the last 15 years getting gray
hair by com ng to HCFA and wor ki ng on coverage
policies for probably over a hundred different
devi ces, drugs, diagnostic tests and surgical
procedures. |'ve learned a | ot about the
process, got a | ot of headaches through the
process, have a |lot of respect for the people
doi ng coverage, and | think this group has its
work cut out for it. This is incredibly
conplicated stuff, as you hear today. It's not
sinple, it's not trivial, and it can be academ c
and i nherently judgnental no matter what you do.

"Il start out with just a few
coments. HI MA doesn't know what |'mgoing to
say because | wote this |ast night when | was
hel pi ng nmy daughter do chem stry, having read
your paper several tines. | want to comend the
MCAC. | think you' ve done sone very thoughtful
work. | think in 11 or 12 or 13 pages there's

| ots of good stuff in there. [I'mnot going to
try to wordsmith it at all. | congratulate you
on seven categories on the size of health
effects. | think those are pretty novel, pretty
creative. | think they really inportantly
reflect the fact that nost new technol ogies in
nmedicine, like it or not, are increnental. They
have a whol e wi de range of possible effects,
positive and negati ve.

Unfortunately, we believe there are too

f ew breakt hrough technologies. It seens to be
the way things work. | wi sh we had nore of
them | think we want to encourage people to

have nore of them But | think having those
categories three or four that clearly ought to
| ead to positive Medicare coverage decisions is
kind of a good way to kind of sinplify the
wor | d.

| spent the last ten years telling
medi cal devel opers | think they should stop
t hi nki ng about thinking about thenselves -- and a
| ot of this comes out of reading the work of Dr.
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Brook and Hal Sox and David Eddy and so forth --
stop thinking about thensel ves as naking tools or
maki ng drugs, but think about thenselves as

changi ng outcones or changing the practice of
care. And if they don't do the right kind of
research or science to denonstrate a change in
how t heir product has an inpact on how the
patient does or at |east how the patient is
managed, then they shouldn't be bringing their

t echnol ogi es to HCFA or Blue Cross Association or
anyone el se.

| think by and | arge that kind of
admonition, which |ots of people have been saying
is getting through in the overall |evel of
science, inthe life sciences world, is a hell of
a lot better today than it was 10 or 12 years
ago. There's no question about it. No one even
t hought about any ki nd of random zed study, even
controll ed study, 12, 14, 15 years ago when |
entered the device industry and we had the old
Nati onal Center for Heal thcare and Technol ogy,
whi ch said nmany of the sane things we've said
that you are trying to say to today.

And | encourage you to appreciate
really that the docunent you're witing here is
going to be a sentinel of technol ogy
gatekeeping. W don't like to think this
sonetinmes, but the bottomline is it's going to

get read by lots of people, the final docunent,
and it's going to be used by lots of people to
make decisions. It's a gatekeeping signpost.
Qobviously HCFA is a gat ekeeper, but you all are
t he experts.

We have a lum nary panel here, the best
and brightest we have in terns of doing outcones
research, and | think it's appropriate and
| nportant for you to encourage better science, to
chal | enge the innovators to do better scientific
work. And | think the tone of this should be to
do that. On the other hand, | think it would be
very bad to discourage them to tell themwell,



we want everybody to high junp eight feet, and
| ess than eight feet was never going to be
adequat e, but you know, we really know behind the
scenes six, five or six, six is going to be
okay. | think that's a discouragi ng kind of
tone, and | encourage you to take a | ook at the
t one again.

HCFA staff and the care and nedi cal
directors, as we're here today, to private

managed care nedical directors, wll read what
you say, and they'll use it. You don't want to
give themthe excuse to hide behind it, to not

make decisions, to put everything on random zed
controlled trials, because the bottomline is
we're not going to have themall. W're never
going to have themall. And it would be kind of
an academ c pipe dreamto expect we're going to
have it. | don't think you should set the bar so
hi gh for people to use that as an excuse not to
make tough decisions, not to allow progress in
medi cine. So please be realistic. You can't be
academ c in this exercise even though you want to
be.

| guarantee you |'ve been through
this. Somewhere in Menlo Park, California there
I s sonmeone sitting down nmaking a decision to fund
$20 million for an Internet taco business versus
some prom sing technology that wll gather up
pl aque during cardi ac endarterectom es that m ght
save one of our |ives soneday. You don't want to
di scourage those people who m ght get the noney
to do the atherectony device or filtration
technology with the idea that you have to have
two huge random zed controlled trials in order to
get coverage. That is just a bad thing to send.
But those decisions happen all the tinme with
I ncreasi ng frequency. You've got your capital

worl d and the pharmaceutical firns and so forth
who are going to read this docunent and | ook at
it, and they're going to |look to you for sone

gui dance. G ve them hope, give them a chall enge,



but don't let themfeel like it's hopel ess
because they'll go and fund those Internet taco
busi nesses, and I don't think we need that as
much as we need things to deal with
endart er ect ony.

Speci fic suggestions. First, | find it
quite amazing -- a little hyperbole in all of
this, of course -- that there's no nention
what soever -- naybe one nention -- of the FDA
standard of evidence or labeling in this
docunent. Everything goes through the FDA to
start. | know we all in the coverage policy
arena realize maybe it's not enough sonetines,
but every new technology is studied with the FDA
in mnd. And the FDA has very good outcones
researchers there, and they require sonetines
random zed trials, sonetines not random zed
trials, sonetinmes controlled trials, sonetines
not, dependi ng upon the product. It seens to ne
t here ought to be sone recognition that the FDA
I s enough for certain things, particularly

phar maceuti cal s.

The concept that people do
wel | -control |l ed random zed trials, two of themin
phar maceuticals, for the purposes of
denonstrating safety and efficacy and they're
| abel ed to do and not to say hey, those things
we're not going to take a | ook at and do a report
on just seens to ne to make your job nore
difficult and question what we have the FDA for.
So I'd take a hard | ook what the FDA says.

| had these discussions years ago with
t he Food and Drug Adm nistration. For whoever
you talk to, the people |I've talked to up there
say when we approve sonething, be it a device,
drug, diagnostic test, we're not approving it for
Stanford, Hopkins or Ceveland Clinic. W
believe that if we let it in the nmarketplace,
it's going to work when |ots of people use it,
everybody uses it, the average physician who is
| i censed and capable of using it. You nay
guestion that, but the FDA doesn't say that. |If
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we think that only certain experts can use it,
it's going to be effective there, then we're
going to put that in the | abeling and
restrictive. So take a |ook at that question.

You heard this before. The docunent in
places, | think it needs nore tone editing. Far
too much wei ght on random zed controlled trials
as the desired | evel of evidence. W're going to
have them we're going to have nore of them but
they're going to be rare. And we can't afford
themall. And we all know there are lots and
|lots and | ots of reasons why we can't do them
And the FDA doesn't require themevery tine even
for drugs. So | think you have to recognize
that. There's lots of good science being done
far better than before. Overenphasis on
random zed controlled trials is going to nake
ot her research seeminadequate, and | think it
will lead to sone research not being done, sone
good research not being done, and things not
bei ng devel oped.

| think in the probably hundred things
|'ve taken to HCFA over the last 15 years for
nati onal coverage eval uations or at |east a peek
at the national |evel w thout decisions being
made to float down to the care |evel, naybe five
t echnol ogi es had very good powerful two or three
random zed controlled clinical trials, but I
never brought anything up here that wasn't pretty

good scientific evidence that would | ead soneone
to believe this is sonmething that should have a
good shot at being covered, and |'d say
two-thirds of the tine they were. So I'd go back
and recogni ze that there's a pragmatic end to
this area, and if you put five or six clinical
experts in a roombefore you to develop a
t echnol ogy, you can probably get to a scientific
result that will make people feel that there's a
benefit there.

| think there's a serious source of
bias in this docunent. The bias is against new
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i nnovations. Effectively what you're saying here
is -- and Dr. Brook and others have published on
this -- ten percent or |ess of all nedicine that
we have right now has any scientific controlled
studies done on it. This effectively says we're
grandfathering all the old stuff. W're not
going to take a | ook at what we're conparing it
to. W want you to conpare it to the old stuff.
What if the old stuff's never been studied? To
me one of the biggest problens we have in
t echnol ogy eval uati on of coverage policies is we
can't get rid of the old stuff.

For exanple, if the HMOs feel that ABMI

for breast cancer is not any good, are they still
covering it today? W need to take a | ook at
this. W've got to get rid of the old stuff and
guestion that before we just say the bar's higher
now for everything new. The science behind
everything newis definitely better.

Timng. | worry about how long this is
going to take. Reports, consultants, et cetera,
there's no way this is a six-nonth deal. It's

hard to believe. There may not be enough top
flight people with tine who aren't publishing and
doing research to be able to do this eval uation.

| think MCAC shoul d seriously take a | ook at

tal king with HCFA on provisional coverage. |If
the data isn't quite right, but we think it's
prom sing, then let's think about a situation
where we set out these are the outcones we'd |ike
to have you take a look at. W wll cover for a
fixed tine period and stick to it, six nonths, a
year. This technology and other things that are
bei ng done require you, the person who's getting
t he benefit of having the thing covered, to
collect the information, conme back to us a year

| at er because the clock stops, the coverage stops
here till you give it to us. | think you need

sone kind of innovative idea here which wl|l
all ow research to be done.
So in short, be realistic in what you



ask for. Use the FDA. They've got to have a
role here. Don't ask for what you can't have.
It's very discouraging. Question the old stuff.
Don't be advised against the new And tinme is
noney and opportunity. | think you can
i ncentivize better science with coverage, and
we' re not doing enough of it now, and | think
t hat can be done even within the |egal
paraneters. Thank you.

DR. SOX: Thank you very nmuch. At this
poi nt we've earned ourselves a break of about 20
m nutes. So be back at five mnutes after 10:00
o' cl ock.

(Wher eupon, recess taken -- 9:45 a.m)

(Wher eupon, after recess -- 10:05 a.m)

DR. SOX: If | could call the neeting
back to order, please. The first speaker is
Vicki Gottlich, Center for Medicare Advocacy and
Heal t hcare Ri ghts Project.

M5. GOTTLICH I'mVicki Gottlich, an
attorney with the Center for Medicare Advocacy
and their Healthcare R ghts Project in

Washington, D.C. The center is about 15 years
old. Qur organization represents |ow incone
Medi care beneficiaries. W currently have about
60, 000 open case files in which we're trying to
get Medicare to pay for nedically necessary
services for our clients.

| appreciate the opportunity to speak
here today, and | particularly appreciate the
opportunity to be representing beneficiaries
before this commttee.

It is inperative for our clients that
HCFA establish a nmechanismfor protecting the
rights and interests of beneficiaries to receive
medi cal | y necessary care and servi ces authorized
by their doctors. The current processes
avai l abl e to beneficiaries, the clains and
appeal s process and the national coverage
determ nati on process under discussion today do
not protect beneficiary rights. Qur clients and
ot her beneficiaries have had limted success with
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t he NCD process often because that process has
not been open to them Few patients know they
will need a procedure or technol ogy when the
process i s underway, and even if they have tinely
knowl edge, they generally do not have the

resources to participate in the process.

O utnost inportance, the current
process for evaluating new procedures and
t echnol ogi es and for reeval uati ng previous
coverage determnations is too slow. Conditions
deteriorate, and beneficiaries die, and | really
want to enphasi ze that we have had clients die
while waiting for HCFA to decide to cover
servi ces, technol ogi es and devi ces covered by
ot her insurers, including private industry, the
Departnent of Veterans Affairs and state Medicaid
agenci es.

We appl aud the subcommttee for their
efforts to clarify the national coverage
determ nation process. W are greatly concerned,
however, that the process used by HCFA and under
consi derati on today exceeds the agency's
authority by depriving beneficiaries of services
prescribed by their physicians for extended
periods of tine.

Let nme explain. | really don't need to
describe to this group what the Medicare statute
says because you're all famliar with the
Medi care statute. And the statute provides that
services wll be covered as |long as they are

nmedi cal | y necessary or Medicare will not pay for
services that are not reasonabl e and necessary.
The key point to the exception that

HCFA wi |l not cover services is a determ nation
by HCFA that a service is not reasonable or
necessary. In other words, Congress placed the

burden on the agency to overcone the presunption
that the service is covered. Congress did not
prohi bit coverage of services prescribed by
beneficiaries' doctors sinply because enough or
the right kinds of studies showi ng their positive
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val ue have not yet been amassed. This
interpretation is in keeping with the prohibition
agai nst controlling the practice of nedicine or

t he manner in which nedical services are

provi ded.

But the proposals today foll ow HCFA' s
practice of placing the burden of proof on the
proponent to show why a service or technol ogy
shoul d be covered and to produce evidence of a
certain type in standard that is not always
avai | abl e or even appropriate to the
beneficiaries who actually need the service.

The proposals do nothing to assure that
beneficiaries will receive quick access to the

services their own physicians found reasonabl e
and necessary.

For exanpl e, the suggestion that
out si de experts be used in certain situations to
eval uate the evidence exasperates the del ay
problem In addition to harm ng beneficiaries,
such del ays cause further disparities between
Medi care and private insurance coverage and
result in carriers having to deny Medicare
coverage for services they cover in their own
private insurance practice.

The proposals also fail to address
adequately the needs of the over five mllion
beneficiaries under age 65. Many nenbers of this
community are adversely affected by HCFA' s
failure to include new devi ces and technol ogi es
anong Medicare's covered services. Delays in the
processing for approving devices and technol ogi es
result in beneficiaries with disabilities |osing
t heir independence or their ability to function
to their maxi num capacity.

Beneficiaries with disabilities are
al so adversely affected by national coverage
determ nations that are based on evidence
applicable only to the popul ati on over age 65.

For exanple, the Ofice of Cvil Rights
of the Departnent of Health and Hunman Services



| ast year worked on and assisted a Medicare
beneficiary in her md 40s who was deni ed
coverage of a potentially |ife-saving cancer
treat nent because of a national coverage

determ nation. The national coverage

determ nati on was based on evidence that the
treatment was not efficacious for wonen over age
65. Anpl e evidence existed, however, that the
procedure was effective for younger wonen, and

t he Medicare HMO in which the woman was enrol | ed
covered the procedure for its non-Medicare
popul ati on.

Wil e the appeal s process is not a
concern of this group, it is really an inportant
el ement for our clients because the appeal s
process provides no recourse for beneficiaries
who seek to chall enge the national coverage
determ nation or to get Medicare coverage of a
t echnol ogy or device not yet approved by
Medi care. The Medicare statute nmakes it nearly
| npossi ble to chall enge a national coverage
determ nation rul e upon which services were
deni ed by preventing consideration of the issue

at the admnistrative level. If the claim
reaches federal court, a federal judge who
determ nes that the record is inconplete or

i nsufficient to support the validity of the

nati onal coverage determ nati on nmust remand the
case for supplenentation of the record. The
court may only determne that an item or service
Is covered after review of the suppl enent ed
record.

So the individual who was adversely
affected by the obesity ruling that was di scussed
earlier today would have to go through the whol e
nati onal coverage determ nati on process and
couldn't go through an appeal s process in order
to change the ability to get coverage for
treatnment for obesity. |If the national coverage
determ nation process is as lengthy as the
appeal s process, it is going to be years, and
that's why we are very concerned about the
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del ays.

In sum we are not advocating that
Medi care pay for quack services, which have been
shown to | ack nedical value. W are advocating
for an efficient coverage determ nation process
that all ows Medi care beneficiaries to receive

Medi care paynent for services and procedures,

devi ces and technol ogi es that have been approved
by the FDA where appropriately are being covered
by private insurers, the VA and Medicaid, and are
found by the beneficiary's own physician to be
reasonabl e and necessary for treatnent of that

beneficiary's illness or condition.
W al so seek an effective and
expedi ti ous appeals process that wll all ow

beneficiaries to chall enge a denial of coverage
based on an NCD that is no | onger supported by
nmedi cal evidence and practice. And while that's
not within your jurisdiction, we do ask that you
consi der an expedited process to consider NCDs
that don't have any support for them And there
are a lot, as I"'msure that you are aware. Thank
you very mnuch.

M5. LAPPALAI NEN:  Vicki, would you
state for the record whether you have any
financial interest in the --

M5, GOTTLICH I'msorry. Qur
organi zation has no financial interest in any
nmedi cal devices, and neither do |I. Thank you.

DR. SOX: Qur next speaker is Larry
Wei senthal fromthe Wi senthal Cancer G oup.

DR. VEI SENTHAL: My nane is Larry
Weisenthal. |1'ma nedical oncologist in private
practice, and | provide the service that 1'll be
describing. |I'ma nedical oncol ogist from
Hunti ngton Beach, California. | participated in
t he Medi care Coverage Advisory Commttee neeting
| ast Novenber 15th and 16th. M experience
related to this neeting is what now conpells ne
to offer comments concerning the structure and
procedures for future MCAC revi ews.
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My specific concerns involve, one,
serious defects in the advanced draft outline of
t he proposed review process, and two, a | ack of
appreciation for special considerations rel ated
to laboratory testing in a draft proposal which
seens exclusively directed toward the revi ew of
di rect therapeutic interventions.

Rat her than speaking in a theoretical
sense, | would like to use my own experience with
t he Novenber MCAC neeting to convey ny concerns.
The draft proposal places heavy enphasis on a
series of independent reviews by so-called
experts in the field. Essentially the process
woul d be centered around a collection of up to
si x i ndependent witten reviews by these

experts. There would appear to be a relatively
small role for the proponents of the technol ogy
under consideration as they woul d have no
opportunity to rebut these reviews in advance of
the neeting. One can easily project proponents
having to use their entire 15 or 20 m nutes or
| ess of allocated tinme at the neeting just to
hurry through conplicated rebuttals of conplex
and m sconstrued data.

The Novenber MCAC neeting consi dered
t he i ssue of human tunor assays, which involved
short-termcul tures of fresh biopsies of human
tunors in the presence and the absence of
anti cancer drugs. Followi ng cell culture, drug
effects are assessed by one of two end points,
either cell proliferation or cell death.

Historically all work in this area was
effectively abandoned in Anmerican universities in
the m d-1980s. The only nmj or academ c group
continuing work in this area was the |ung cancer
group at the National Cancer Institute. However,
the NCI investigators had a prinmary focus on
creating cell lines through passagi ng and
subculturing. | anticipated a najor enphasis on
three public studies arising fromthis work, and

| quoted several pages of ny proposal, submtted



two and one-half nonths in advance of the
Novenber neeting, to a detailed rebuttal of this
wor K.

Fearful that this rebuttal would be
over| ooked, | was also forced to devote precious
m nutes of my oral presentation to this issue,
whi ch gave ne no tine to take the conmttee
t hrough the many inportant positive studies and
prestigi ous peer-reviewed journals, which were
included in ny witten proposal, but which were
i gnored by all the reviewers chosen by HCFA

The maj or reviewer of the cell death
t echnol ogi es proposed for coverage by ne was Dr.
Edwar d Saucevill e, associate director of a
devel opnental therapeutics program at the
Nati onal Cancer Institute. Dr. Sauceville did
not attend the norning presentations by the
proponents and their supporters. This led to the
foll ow ng enbarrassi ng statenent, quote, you can
tell a patient who has the unfortunate diagnosis
of pancreatic cancer that they're |ikely not
going to respond to a nedicine chosen after
havi ng gone through an additional test to obtain
tissue and then test it for assay resistance.

This statenent was enbarrassi ng because
one of the earlier speakers had been a pancreatic
cancer patient who has been in conplete rem ssion
for nore than three years after presenting with
| i ver and ki dney netastases and then being
treated with an assay-sel ective drug regi nen,
whi ch everyone agrees woul d never have been
chosen absent performng the test.

Dr. Sauceville was al so either not
shown or did not bother to read ny witten
proposal submtted two and one half nonths in
advance of the neeting. He showed his conplete
I gnorance of the field by failing to even
mention, nmuch | ess consider, 80 percent of the
studies, totalling nore than 1500 patients,
confining his review al nost exclusively to
st udi es published before 1987 and to the
i rrel evant studies that the NCI |ung cancer group
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al luded to previously. Neither did he nor any of
t he ot her HCFA reviewers review and descri be nost
of the many studies correlating assay results
with patient survival.

Again, all these data references were
provided to HCFA two and a half nonths in advance
of the neeting. Nonconsideration of these

studies led to the follow ng remark at the
Decenber Executive Conmittee neeting by one of
your nenbers, Dr. Ferguson, who rel ated, quote,
we had very little survival information. There
were sonme unsettled elenents. | don't renenber
that there were other ones.

This remark forced ne to nmake the
follow ng frustrated comment at the Decenber
Executive Conmttee neeting, quote, there were
many m srepresentati ons nmade, such as the | ack of

survival data. | showed a slide at the neeting.
There are 15 studies show ng strong correl ations
with survival. This is not just based on
response.

That the above assessnent of the
| nadequacy of the outside review process i s not
just a fignent of ny imagination was shown by the
comments of the commttee chairman Dr. John
Ferguson again at the prior neeting of this
Executive Committee in Decenber. Quote, another
was that the NCI representative presented a paper
which in ny viewl was a bit disappointed in
comng fromnmny former institution that it did not
seemto nme to be up to date and | acked in that
aspect. Dr. Ferguson went on to say so | am not

certain that the protagonists were given all the
critiquing information. W didn't have it. W
tried to give the protagonists tinme to respond.

| think that that could have been done a little
bit better in the sense that if all the critiques
of presented papers could have been given to the
presenters in advance, they m ght have had tine
to prepare sone rebuttal in response to the
critiques.



Even nore egregi ously m sl eadi ng than
Dr. Sauceville's inadequate review was the
horribly m sl eading review of HCFA's Dr. Burken,
whi ch by obj ective evidence denonstrably and
unfairly damaged the case put forward by the
proponents. By way of background, one of the
t echnol ogi es proposed for consideration of
coverage was the cell proliferation assay based
on nmeasuring tritiated radi onuclide incorporation
as an assay end point.

Data was presented to docunent the high
specificity of this assay in identifying drug
resistance. In his review of the literature, Dr.
Bur ken devoted considerable tine to technol ogi es
whi ch had been abandoned 10 to 15 years
previously and which were not proposed for

Medi care coverage by anyone in the Novenber
review. One of these abandoned technol ogi es was
a radi onucl i de precursor incorporation assay
measuring the incorporation of tritiated

thym dine or uridine only three hours after the
addi tion of anticancer drugs to freshly

di sassoci ate the tunor cells.

This contrasts with the technol ogy
under MCAC consi deration which neasured thym di ne
i ncorporation five days -- not three hours --
after drug adm nistration. Wereas the five-day
assay predicted for drug resistance with very
hi gh specificity, the three-hour assay gave very
poor results and was abandoned by its own
proponents in the 1980s. Yet Dr. Burken showed
four different slides detailing the poor results
with this assay. This denonstrably confused and
m sl ead the panel, as conveyed by the panel's
I ndustry representative, who showed us a table
constructed and to specify the MCAC panel
depi cting the negative predictive accuracy
reported in the various studies and pronminently
I ncl uding the four studies with the |ong
abandoned t hree-hour assay which showed such poor
correl ati ons.
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The verbatimtranscripts of the MCAC
panel's deli berations reveal ed the damagi ng
effect which the inclusion of these irrel evant
studi es had on the MCAC ent husi asm for coverage.
Al t hough clear fromthe transcript that there was
overwhel m ng support for HCFA devel opi ng a policy
to include coverage of these assays in at |east
sonme clinical situations, this support would have
clearly been |l ess reserved in the absence of the
m sl eadi ng presentations by the reviewers chosen
by HCFA. This is crystal clear in the
transcripts of the neeting.

But the purpose of ny comments here is
not so nmuch to conplain about the past as to help
t he Executive Conm ttee devel op a better process
for future reviews. To this end we nust begin to
appreciate that we are working in a tinme when an
| ncreasi ng nunber of inportant advances in
nmedi ci ne are occurring outside the traditional
Nl H and university research system

In the case of human tunor assays,
there are no experts at all in either Anerican
universities or at the NNH.  No investigator at
these institutions has contributed in any way to
the literature in the field | represent of cell

culture drug-resistance assays with cell death
end points. In ny 20 years of full-tinme work in
this field, I've talked with hundreds of
uni versity and N H based investigators with an
opi nion about this field. 1It's been nore than
ten years since | last had a discussion with a
non- Eur opean and non-Japanese university-based
I nvestigator to be able to discuss the subject
based on an intelligent understanding of concepts
and literature.

So HCFA nust be very careful to ensure
a central role of the proponents of the new
technol ogy in presenting and explaining data to
t he MCAC panel s.

Cutting to the chase, we propose the
followng nodification in the overall outline of
t he proposed system First, the process begins



with a formal request to HCFA for coverage
consideration. Once inforned that HCFA agrees to
consi der the issue, the proponents are
responsi bl e for presenting a fornmal defense of
their proposal centered around a description of

t echnol ogy and conplete review of all rel evant
data and literature. This proposal is then sent
to each of the outside reviewers. The outside

reviewers then prepare their own i ndependent
reviews, which are then given back to the
proponents for rebuttal. The rebuttals go back
to the reviewers who are allowed to have the
final word in the pre-neeting witten
presentations and reviews provided to the MCAC
panel. The proponents should also certainly
receive a copy of this final review while in
advance of the neeting.

The neeting itself could then take
place with all the conplicated and contentious
| ssues having al ready been pre-argued. The
neeting itself would begin with relatively brief
summati ons by both proponents and reviewers,
foll owed by a devotion of nobst of the tine to
open di scussion by the conmttee with conmttee-
di rected questions to both proponents and
reviewers. However, prior to final deliberations
and votings, both proponents and reviewers should
have the opportunity to nake brief final remarks.

|'ve got one page here which | won't go
over the tinme, but could this be put into the
record?

DR, SOX: Sure. If you want to submt
sonmething in witing.

DR. VEI SENTHAL: Thank you.

DR. SOX: Qur next speaker is Sandy
Sherman, Assistant Director of Division of
Federal Affairs & Qutreach of the Anerican
Medi cal Associ ati on.

M5. SHERMAN. Good norning. | just
have a brief statenent fromDr. E. Radcliffe
Ander son, who's the Executive Vice President and



CEO of the AMA, regarding your discussion paper.

After the first MCAC Executive
Commttee neeting in Decenber, | wote to
Nancy- Ann DeParle to say that the AMA was
| npressed and gratified by the commtnent of the
advi sors and HCFA to ensure that MCAC
recomrendati ons woul d be grounded in scientific
evi dence of clinical effectiveness. | also said
that the neeting nade it clear that she had
fulfilled her promse to create an open, tinely
and account abl e process for naking national
cover age deci sions.

The di scussi on paper that the conmmttee
menbers prepared for today's neeting underscores
t he observations we made in Decenber. The
recomrendati ons for evaluating evidence clearly
state the key issues to consider in assessing the

state of the know edge regardi ng nedi cal
i nterventions proposed for Mdicare coverage. W
are pleased that in addition to recommendi ng a
critical review of evidence fromclinical trials,
t he Executive Committee or the nenbers who
prepared this proposal recommend that the
standard of excellence for the evidence report
I ncl ude work devel oped by the national nedical
specialty societies. W also comend the
advi sors for recomendi ng that panel nenbers take
an active role in framng the questions to be
addressed by the evidence report, participate in
the report's preparation and seek external review
of the evidence reports.

Prior to the MCAC s formation, the AVA
had expressed concern that Medi care coverage
deci sions m ght be driven to a | arge degree by
I nformati on presented by those with a vested
i nterest in coverage instead of by the avail able
scientific and clinical evidence. The discussion
paper devel oped by the advisors has allayed our
concerns in this regard, and we encourage
adoption of its recomendati ons.

DR. SOX: Thank you very nuch.

Qur | ast speaker is Thomas Meskan,
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presi dent of Medical Alley.

MR. MESKAN. Good norning. M nane is
Tom Meskan, president of Medical Alley. In terns
of your financial statenent, obviously we have
menbers who pay dues to our association, and |
presunme that a nunber of them have issues pending
before the agency.

For those of you who aren't famliar
with Medical Alley, we're a 15-year-old not-for-
profit trade association based in M nnesota who
has nmenbers fromall aspects of healthcare. Qur
menbers include health plans, nedical device
manuf acturers, hospitals, clinics, long-termcare
organi zati ons and academ c health centers. CQur
mssion is to serve as a collaborative form which
pronotes an environnent to enhance innovation in
heal t hcar e.

| appreciate the opportunity to share
our perspective and thoughts as they relate to
t he di scussion paper. W think that the MCAC
process is an inportant aspect of Medicare's
deci si on nmaki ng and want to acknow edge and
express our thanks for the tine and effort all of
t he people, both you as panel nenbers and agency
staff, are spending to try and nake the MCAC a

val ued conponent of Medi care deci sion naking.

To hel p you get a sense of the
orientation of our organization, I wll point out
t hat we believe that Medicare should be a prudent
purchaser of services, and we think that it is
| nportant that the agency has appropriate |evels
of resources to do its job. At the sane tine we
bel i eve that the environnent surrounding
Medi care, and for that matter, all of healthcare,
shoul d be dynam c so that patient care inproves
in atinmly and conti nuous nanner.

Wth regard to our principles on
generati ng evidence, they are that HCFA
pref erences for how evidence is presented shoul d
be transparent. Any approach to deci sions about
coverage criteria should be adm nistratively



feasi ble for both the agency and the
stakeholder. It is desirable that stakehol ders
achieve the level of valid scientific evidence
necessary to denonstrate that a service should be
covered, and there should be a mnim zation of
potential for bias into conduct, reporting and
anal ysi s of studies.

Qur comments today fall into two
categories. First, we want to offer sone

observations about the role of perceptions in the
success of your efforts. Second, we wll offer
sonme specific reactions to sonme of the text in

t he di scussi on docunent.

It is clear by |ooking at the nanes
whi ch make up this commttee and the inpressive
roster of individuals that nake up the MCAC
panels that there is a wealth of expertise
avai l able to the agency. | had the opportunity
to introduce nyself to Dr. Sox during the break,
and he, if | can paraphrase him said what he
| i ked about his involvenent in this commttee is
its potential effect to a | arge nunber of hunman
beings and their health condition. And | think
that that's a very accurate statenent. And the
nost inportant point is we nust make sure that
you guys do everything you can to maxim ze your
potenti al .

Qobvi ously each of you are approaching
your MCAC responsibilities in good faith and with
a desire to achieve the goals of consistency and
accountability. Further, you have laid out the
recomrendations in a manner which strongly
signals your interest in pronoting the greatest
possi bl e degree of rigor in the nmethods used to

generate evi dence.

W too want to encourage the
devel opnent of a deci sion-making process that
will be infornmed, and we al so support the
conti nued i nprovenent in the way the supporting
data is collected and utilized. Nonetheless,
this conmttee, the agency and external



st akehol ders nust acknow edge the history of
coverage policy devel opnent so that whatever
process this commttee deci des upon enjoys
support of the | argest possible percentage of
af fected stakeholders. 1In this manner you can
ensure that your tine and efforts are val uabl e.
In brief, that history suggests that
what ever approach is taken by the agency and
t hose who advise it to create greater detail on
t he concept of reasonable and necessary will be
subject to extrenely close scrutiny.
We know t he exanpl es, a coverage
regul ati on that has been ki cked around since
1987, the fact that this conmttee is just
starting to get off the ground two years after
the GAO found the act to be in violation of FACA
We al so know that frequently in coverage deci sion
maki ng it beconmes subject to second-guessing by

Congr ess.

W raise this because we want to
encourage you to get this process off on the
right foot. W want the MCAC process to succeed
and be used. And while | heard Dr. Bergthold's
comrents about the effort that you went towards
submtting this, it serves no one's interest if
your approach is perceived incorrectly or not as
so academ cally grounded that MCAC becones
not hi ng nore than another health policy center
whi ch provides insights that have little life
beyond those who fornul ate and to make t hem
internally.

W believe it is fair to say that
out cones research and technol ogy assessnent are
evolving disciplines. Further, while the
docunent does not say so, it is extrenely rare
that data is ever perfect. Simlarly, a nunber
of decisions faced by panels are likely to
I nqui re around one of the truisnms that surround
heal thcare. That is part art and part science.

Therefore, we encourage you to nodify
your di scussion docunent to acknow edge these
factors and create the opportunity for our



25 acceptance of your approach. Simlarly, it wll
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1 enhance your opportunity to inprove the

2 effectiveness of the panels.

3 We offer you the foll ow ng | anguage as
4 an exanple of a kind of statenent that you m ght
5 make. Evidence presented to support a coverage
6 decision should be deened acceptable if it is

7 ethically appropriate, admnistratively feasible
8 and if it neets the current generally accepted

9 wused requirenents for evaluation of a health

10 service typically found within a technol ogy

11 assessnent literature that were in place at the
12 tine the study was undertaken. This is not to
13 say that the evidence is then accepted as neeting
14 a case for coverage, but rather reflects a comobn
15 sense approach to considering the practical

16 inplenentation issues which surround the

17 net hodol ogy options for generating data.

18 It is sinply the case that a ngjority
19 of the people who are involved in generating

20 evidence for decision nmaking are well -neani ng
21 people who want to do the best job they can.
22 This does not nean that they are at all as
23 school ed and know edgeabl e as you on the nuances
24 of evidence generation. Your docunent needs to
25 inplicitly acknow edge these individuals and to
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1 speak to themin a manner which allows themto

2 see clear, feasible pathways to being

3 constructive contributors to Medicare coverage

4 deci sion making.

5 We suggest that wth that opportunity
6 conmes an obligation. W would suggest that the
7 docunent be nodified to express the interest of
8 panels in receiving from stakehol ders the

9 rationale which drove such things as the study
10 design, data sources utilized, the rationale for
11 what the service is being conpared to, the tine
12 horizon that's chosen and the statistical

13 analysis nethods used to address random events.
14 In addition, we think it's appropriate for

15 stakeholders to describe this data from



unpubl i shed sources. This will provide useful
i nformation to the panels as they seek to weigh
t he val ue of the evidence presented.

Let nme now nove to our observations
about the specific aspects of the docunent.
First of all, we would note that the paper fails
to acknowl edge those stakehol ders who have
al ready conpleted or are currently in the process
of carrying out efforts to generate data for a
nati onal coverage decision. The paper needs to

provi de sone gui dance so that these stakehol ders
and/ or the panels do not feel that an

organi zati on nust necessarily go back to square
one in generating evidence because of this
docunent .

Movi ng to another area, while we
recogni ze the panel's purpose is to focus on
| ssues of science and evidence, it's sonewhat
ironic that the words or concept of a patient do
not appear until page 6. Wile the docunent's
failure in this regard could be seen as semantic
wi ndow dressing, we believe it's inportant that
we all keep front and center in the end. This is
what we're all about.

That said, the conmttee has indicated
its interest in the panel's making concl usi ons
about health outconmes. W would ask that the
commttee nodify the text on page 7 or at | east
ny Internet version on page 7, item3. This text
addresses the need for the panel to explain its
concl usions. W suggest that the coomittee ask
t he panels to describe as specifically as
possi bl e how each of the various health outcones,
I ncluding, but not limted to, nortality,
norbidity, functional status, quality of life and

patient experience were factored into its
deci si on maki ng. By making the reporting
requirenments nore detailed, the goals articul ated
inthis itemwl| be better achieved.

We al so believe that significant
t hought should be put into the itemon page 7



about the evidence reports provided to the
panels. Although the ability of this proposal to
operate in a tinmely manner i s suspect, we are

al so very concerned that the docunent does not in
any way provide affirmative action between the

st akehol der and MCAC on what materials wll be
contained in the evidence report. W think the
docunent shoul d provide a nechani sm for dial ogue
bet ween st akehol ders and the appropriate panel
representatives before submtting the report.

Anot her area of concern is found on
page 5, the |ast sentence dealing with bias. The
text can be read to require that the panels
descri be why bias does not account for the
results. Conversely, the subjectivity, if you
will, in judgnment calls which are involved with
t hese i ssues, we believe that the panel should be
enpowered to describe why it's confortable with
I ts concl usions.

Finally, on page 6, the |last two
sentences on external validity, the terns typical
practice setting and general practice setting
appear to be used interchangeably. Because of
the i nportance that the agency puts on
appropri ateness of naki ng decisions, we believe
it would be valuable to clarify what the terns
typi cal and general nean.

In sum we believe that all Medicare
st akehol ders are benefited by the recognition
that inproving the Medicare coverage deci si on-
maki ng process is a long road. W believe the
MCAC process is an inportant resource for the
agency and for external stakehol ders, but at
these early stages of this effort care nust be
taken to create conditions for success. W know
that the talent, insight and good efforts exist
on this conmttee to achi eve these conditions.
We stand ready to assist you in every way we can
and thank you for your attention and
consi deration of our views.

DR. SOX: Thank you very nuch. Before
we go on to the HCFA presentation, Sharon's going



24 to read a letter that we just received today from
25 the ACP-ASIMon the sane day that AMA coment ed
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1 on our docunent.
2 M5. LAPPALAINEN. The letter is
3 addressed Dear Ms. Lappal ai nen, the Anerican
4 Col |l ege of Physicians-Anerican Soci ety of
5 Internal Medicine (ACP-ASIM, representing over
6 115, 000 physicians who specialize in internal
7 nedicine and nedi cal students, w shes to offer
8 its comments and concerns on the draft report of
9 the subcommttee of the Medi care Coverage
10 Advisory Conmittee's Executive Committee
11 entitled, Recommendations for Eval uating
12 Effectiveness. ACP-ASIMis generally supportive
13 of these recommendations, but feels it critical
14 that the MCAC stri ke a heal thy bal ance between
15 assuring a coverage review process which is
16 credible and defendable froma scientific
17 viewpoint, yet not so mred in technical detail
18 that final coverage decisions are unreasonably
19 del ayed.
20 ACP-ASIMis very supportive of the
21 draft report's objectives; that inportant
22 clinical coverage decisions be reviewed on the
23 basis of sound and objective clinical evidence by
24 the MCAC s six nedical specialty panels, and that
25 there be a standardi zed net hodol ogy and fornmat

1 for panels to present their recommendations to
2 the MCAC Executive Conmttee, thereby allow ng
3 the Executive Conmttee to nmake uniform
4 high-quality and scientifically defendable
5 coverage recommendations to HCFA. W al so
6 support the draft report's recomendati on that
7 the MCAC only focus on the clinical and
8 scientific questions around the nedical

9 effectiveness of newitens and services and the
10 conparative effectiveness of new itens and

11 services relative to existing alternatives, and
12 that the MCAC not address questions about dollar
13 costs of new itens or services.

14 W are inpressed with the anount of



scientific rigor the draft report proposes for
assessi ng the adequacy of clinical evidence
related to a new itemor service and cal cul ating
t he magni tude of the health benefit such coverage
woul d have on the Medicare population. W do
wi sh to raise sone technical concerns under the
draft report's section on Eval uation of
Evi dence.

On page 3 the discussion of potenti al
sources of bias has sone noteworthy onm ssions,
i ncl udi ng doubl e- bi ndi ng, perfect conpliance,

adequate I ength of followup, distinct treatnent
separation and i nappropriate statistical

analysis. Inperfections in any of these would
permt bias to enter into a random zed controll ed
clinical trial and thus make the results | ess
valid for the popul ati on under study and thus
difficult fromwhich to generali ze.

W also feel the draft report's
recomrendati on on page 4, that MCAC panel s be
required to describe possible sources of bias and
explain why a panel decided that bias does not
account for the results, should be applied in all
coverage decisions, not just the limted
ci rcunst ance of uncontrolled studi es described on
page 4.

Al so, on page 5 where seven categories
of size of health effect are presented, there
appears to be one category omtted, which we
woul d recommend the addition of, nore effective,
but wi th di sadvant ages.

In sunmary, ACP-ASIM believes it is
vital that coverage decisions renmain in the hands
of the nedical experts conprising the panels of
the MCAC and that the credibility of this body

wi || depend on striking a bal ance between
scientific rigor and decision maki ng which is not
bogged down in process. Decisions reached by the
MCAC must be based on the best m x of objective
data and professional judgnent possible and | ead
to coverage recommendations that have a
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conpel i ng wei ght of evidence, yet are rendered
in reasonable tinme frames to avoid work backl ogs
whi ch m ght underm ne MCAC effectiveness and
credibility.

ACP- ASI M supports the MCAC coverage
deci si on process and wel cones the opportunity to
contribute to its evolution. W believe the tine
spent now wi Il pay great dividends in the future
and that the MCAC s evi dence-based deci si on-
maki ng nodel will soon becone one of which we can
all be proud. Sincerely, it is signed by Witney
W Addington, MD., F.A C P, president. Thank
you.

DR. SOX: We'll now nove on to the HCFA

presentation by Dr. Kang and Dr. HIl. Jeff, go
ahead. Well, Bob, you had sonething to say.
DR. BROOK: | don't quite understand

the transition here, and 1'd |ike sone
clarification on the process. Up to now we've
had a description of the subconmttee report and

then a public session with public comrent. Wat
is this part?

DR. KANG This is actually the HCFA
comment .

DR. BROOK: Is this the response to our
subcomm ttee report?

DR KANG Yes.

DR. BROOK: |'m wondering whet her the
process we ought to -- | nean since we are an
advi sory commttee to HCFA, do we want to have
sonme di scussion of the commttee before we hear
what HCFA t hought of the report in relationship
to the public report or is this a process that's
prescribed by |law or sonmething that we can't do
this? 1'mjust wondering which way we want to do
this since we're advisory to HCFA anyway. Do you
want us to put all this together when we try to
deli berate or just | ook at the public response
first?

DR. KANG I'mactually okay either
way, quite frankly, because there's many of the
| ssues here whi ch have been raised which I think
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we can resolve through discussion. So if we want
to kind of cut to the chase here, that's fine
with ne.

DR. HILL: In the sense that the
subcomm ttee asked for a corment and a report to
be given, when sonething's presented to the
panel, we also would |ike to be able to conment
about the subcommittee report at this point and
hope that you would take that into consideration
i n your m X.

DR. SOX: Al an, do you have a
suggesti on?

DR. GARBER  Just speaking for nyself,
| would Iike to hear HCFA's comments before the
commttee deliberates so we can deal with all of
t he coments as a whol e.

DR KANG I'mgoing to nix ny
presentation then. | actually had only one
comment then. Dr. H Il has a bunch.

| wanted to note that when I was a real
doctor -- | guess I'mno |onger a real doctor --
it's been awhile since |I've practiced --
practicing geriatrics, | had to nmake very

difficult choices and/or recomrendations for ny
patients al nost every mnute of the day which

di agnostic test to order, should I recommend
hospitalization or hone care, what treatnent
options should | suggest et cetera. Usually this

I nvol ved choi ces anongst wel | - under st ood,
commonly utilized possibilities.

Sonetinmes, though, sonething new or
sonet hing new to ne was as an appropriate
consideration. Usually in these situations |
turned to the nedical evidence and the literature
to help ne nake a choice in this decision. |
think I did that largely in part because | wanted
to be sure before abandoning the old that using
t he new woul d be better. | think in many ways
this is what we're westling with, and this is
what national coverage deci sions are about that
we face frequently with new technol ogy. What
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does the evidence or science say about the new
t echnol ogy?

In practice, though, | nust admt |
al so recall the patient's condition and the
availability of alternatives had a lot to do with
how | reviewed the evidence. |If our patient was
in serious trouble and there was a | ack of any
ot her beneficial alternatives, it actually nade
me nore likely to offer the service even if the
literature was suboptimal. | think this was
especially true if the risk of the service or
procedure was very small.

So | just ask in your deliberations
t oday that you di scuss whether or not the
patient's condition, the availability of other
alternatives and the risks associated with the
servi ce should affect how we actually view the
evi dence.

That said, | applaud and thank you for
your efforts to deal with this in a consistent
manner for all panelists on how we read the
evidence. | believe that actually you're off to
a great start, and there's many things that can
be resol ved t oday.

DR, HILL: Thank you. 1'Il be as brief
as | can. First of all, I want to say on behalf
of our group within HCFA that the subcommittee
report is both adm red and appreci ated by us.
Nothing that | will say should be taken as a
denigration or a disparagenent of this inportant
contribution to HCFA's efforts to inprove our
cover age deci si on- maki ng process.

The report's recommendati ons for an
opti mal process, speaking fromthe position of
t he people who are going to have to carry this
out, appear to be well-challenging. It nmay be
that at | east for sone decisions, we will have to

commt to all the steps you outlined, but that
possibility causes us as well as others to have a
care for the tinme required.

This is the nost open and account abl e



process for naking national coverage decisions in
the history of Medicare. Wen we designed and
started this new way of doi ng business, including
the MCAC, we knew that the period required to
reach a decision would often include required
m ni mum conponents and tinme periods because of
the steps. For exanpl e, announcing the pl anning
of MCAC panel s’ open public neeting neans sone
time is needed. As we tal k today about how to
prepare for and get the best advice from MCAC
panels, we're thinking again about the tine
required. But let nme be plain. W were not
t hen, and we are not now, hiding behind the
process to delay coverage, to delay getting the
| at est evi dence-proven treatnents to Medicare
beneficiaries, and we do not want anyone else to
ei t her.

Qur intentions and success in neeting
t hose intentions are and wll continue to be
clear. W announce matters under consideration
for coverage decisions on the web with due

dates. If we can't neet our self-inposed
deadl i nes, we give our reasons, again posting
them publicly. This process nust not be driven
back into a black box by criticismof that
process, including criticismof timng.

Qur goal is to reach well-reasoned,
scientifically sound decisions as rapidly as can
be consistent with that level of quality. W
believe that this commttee shares that goal with
us, and we appreciate its coments on how to keep
t hi ngs novi ng.

Let nme refer to a couple of specifics
in the subconmttee report that nmay raise
concerns for process duration. The suggestion
t hat each panel explain its conclusions in
writing should not in our view delay a decision
until a second panel neeting nonths later is
voting on that right. W should be able to
address this comendabl e desire for
accountability, as consistently expressed in this
suggestion, without nore tinme than is already
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contenplated to wite up and post the sunmary of
that neeting. This is sonething we're already
goi ng t hrough.

The suggestions regarding the structure

of the evidence presented to the panel should not
delay. W are commtted to presenting high-
quality and well-organi zed information as call ed
for in the subcommttee report and doing so
within the time frames previously contenpl at ed.
W will get help doing this in a tinely way when
necessary, and we are already doing this for the
next planned panel s.

|"'m pl eased to see Dr. Deborah Zarin
fromour well-respected sibling, the Agency for
Heal th Research and Quality, with us today in the
audi ence. Dr. Kang and | have net on nultiple
occasions with AHRQ s | eadershi p, and we | ook
forward to their involvenent as an inportant
resource for us in exam ning evidence and
preparing for MCAC panels. W'IlI|l be talking
about the subcommttee' s tinme franmes with them

Finally, on the tine frane issues |
want to respond to the subcommttee's item nunber
6, expert review of evidence reports. At the
present tine we are not planning to do this in
every case. Even if tinme were not an issue --
and it nmay not be if this added step can be
acconplished within current expectations -- we
still regard this as a quality control feature.

If we're doing a good job with the presentations
to the panels and the postings on the web, if the
process seens to be working without this step, we
do not presently intend to nmake additi onal
external review part of the routine.

The ot her mmj or concern we have heard
about the subcommittee report -- you've heard it
too -- is that it seens to set sonme inpossibly
hi gh hurdle to bar every new technol ogy w thout
any regard for type. W don't read your
statenent that way, but this should not be a
concern regardl ess because we continue to explain
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that we are not abrogating our responsibilities.
We understand that we have to nmake the coverage
deci sions. You advise us, and we decide in part
basi ng our decision on your advice. So we want
to know the basis of your advice, your
recomrendati ons, your thinking. W will want to
know what's behi nd the MCAC panel's inclusion
about evidence. W don't expect the panel to,
nor can we allow the panel to, decide for us
whet her or not there's enough evidence to all ow
us to cover it.

For exanpl e, when the subconmttee
report says uncontrolled studies are never

applicable, | read, in the context of that
section, that if a clinical experinent reported
in nmedical literature carries the possibility of

bias in selection of patients, we understand the
difficulties of explaining away that bias w thout
random zation or other fornms of controls.

Dr. Sykes gave a good expl anation of
bias in his presentation to the subconmmttee
report. Does the risk of unaccounted for
sel ection bias nean that we shouldn't give the
experinments' results much wei ght in deciding
whet her or not to cover the tested treatnent?
Possibly. Does it nmean we automatically refuse
to cover? No.

As the subcomm ttee report suggests,
observations al one nay sonetines allow a panel to
make concl usi ons about effectiveness. Such
subopti nal evidence may allow us to concl ude that
Medi care shoul d cover the service. Deadly
di seases without alternatives cone to ny m nd
| mredi ately as such a situation, also |ogical
consi stency with general nedical science
understanding. The proof required to allow
applicability to the Medicare popul ati on m ght be
| ess where the application nakes sense than when

it's counterintuitive or inconsistent, hard to
explain in the context of the rest of the
sci ence.



| also see no credibility in the
assertion that the commttee is threatening to
tell HCFA that one threshold fits all. No one
shoul d take seriously the suggestion that we
m ght require unrealistic trials such as doubl e-
blind tests of surgically inplantable devices as
a dodge to avoid covering sonething. W said,
and | say again, that the sector-specific
gui dance docunents are purely of our
quality-oriented coverage plan, and they are the
next step after a coverage regul ati on proposal in
the federal register. W have al ready
denonstrated, in the coverage deci sions nade so
far under our new process, that we are aware of
and can properly include the flexibility
necessary for the variety of situations we face.

But the questions you ask are at | east
potentially constant, and the inportant questions
you' ve asked of this docunent can't be ignored.
W still want to know whether studies that do not
focus on patients over 65 produce results that
can be applied to the Medi care popul ati on of that

age group. It's possible that the answer can be
no or even unsafe over 65, and we m ght consi der
still covering, but only for our disabled and

ESRD beneficiaries who are within the age range
where nedi cal benefit is shown by the evidence.
So to the subcommittee we say thank you
for this inportant contribution. Thank you for
t hese questions. To industry and those who want
to cover our product or service, we say let's
| ook together at these questions. W understand,
and you know we understand, that these questions
do not control HCFA s coverage deci sion naking,
but they will help informand inprove the quality
of those decisions. And to our beneficiaries and
the public generally we say we will be faithful
stewards of your health and the health of the
future beneficiaries. W wll ask these
guestions. W wll continue the work begun two
years ago, always listening to the nedical
comruni ty, providers, consuners and manufacturers
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and pronoters, the work of inproving Medicare's
nati onal coverage decision process. Let's keep
goi ng toget her.

DR. SOX: Thank you. W now go into an
open conmttee deliberation, and what I'd like to

suggest is that we start our deliberations and
per haps spend as nuch of the next hour as it
takes to ask foll ow up questions of people who
made presentations to us, both fromthe public as
wel | as HCFA, and then, again depending on how
much tinme it takes us, either proceed on to
starting a round table discussion of this
docunent and what we need to do to cone to a vote
to recommend to HCFA.

So with that brief introduction, |I'd
like to focus for now on trying to ask questions
of the various presenters and so forth. Bob?

DR. BROOK: Panel, can | raise a
process issue of what we're trying to acconplish
today? Let ne tell you what |'ve heard. |
di dn't hear anyone except maybe HCFA have a --

"Il retract that. | didn't hear anybody sort of
say the docunment is out of bounds. It should be
burnt and thrown away. |'ve heard a |ot of

wordsmithing in sonme places, a lot of questions
about tone and ot her questions, but no whol esal e
di sregard for it.

The question |I'masking is should we
consider on this conmttee a bifurcated process?
We need sonething to help the next set of panels

get started with. W could say that we've gotten
there with this docunent as getting started, and
we coul d ask the people that presented as well as
ot her people to take the docunent we have and
actually instead of doing what we did here,
require themto do what we did oursel ves, which
Is to white out, edit, alter whatever they would
like in that docunment and provide a justification
and a reason for what they're trying to
acconplish by doing that and then take this so
that we would actually have a witten record that
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basically would allow us to look at this
par agr aph by paragraph, sentence by sentence on
the belief that both the people at HCFA and the
peopl e of the subcommttee and people of the
commttee wll disappear sooner than we can
probably i mgine given our nortality.

And | wonder whether that kind of a
process woul d be one that we would then have a
witten record of what people really would do to
this docunent if they were all part of the
subconm ttee. And then the subcommttee woul d
t hen take those, produce a witten record of how
we responded to that and in a docunent that then
we woul d do and produce as a second version and

continue to involve this process over tine as we
get experience with it.

So the thought here is go with what
we' ve got now as advice to the conmttees to do
t he next round of the panels, get witten input,
continue to revise, continue to deal with this
kind of a docunent and make it an evol utionary
docunent with a history behind it so that we can
conti nue the process forward.

And as we get feedback, both from how
it worked in the panels, and what the public
bel i eves about this feedback, we could then
continue to nodify this docunent and do it as
sort of that kind of an approach as opposed to us
trying to ask questions, get off-the-cuff
responses, sonme of themwell thought out, but not
sort of at the |l evel of how would you change this
sentence? Wien you nean tone, okay, what do you
really want done here? So getting commtnent in
witing to what people really want done.

| " m wonderi ng whet her that woul d be a
process that would get us further al ong.

DR. SOX: Let's discuss that. It's a
reasonabl e proposal. Let's have sone serious
di scussi on.

M5. LAPPALAI NEN: Right. W have the
docunent avail able for projection, and we are



prepared to have soneone nmake edits now For the
entire afternoon we have set aside a | arge anount
of time today for the coonmttee to nmake those

ki nds of suggestions to the docunent. Because

t he subcommttee net in essence in private, the
del i beration and the review of the docunent needs
to be in public today in order to satisfy the
Federal Advisory Commttee Act. And this is why
we have called the neeting today so that the
entire Executive Conmttee could deliberate and
review in open public format this docunent.

DR. SOX: Ckay. Well, Bob, in essence,
| think, has said that we need to get rolling
with the process, that the docunent that we've
generated so far doesn't have any deadly flaws in
it, but at the sane tinme we've had sone very
useful comments and perspectives that m ght
strengthen the docunent if they were incorporated
into it.

And perhaps we could sinply have a
t wo- part process, which we woul d deci de whet her
or not to use the docunent as it is nowto help
the panels in their deliberations that are on the

schedul e right now and neanwhil e give the public
an opportunity for input into the docunent and
reframe it as seens appropriate, then conme back
at our next neeting to present what we've cone up
with for further discussion and options.

DR. BROOK: That's not what | said.
It's close, Hal.

DR. SOX: Thank you.

DR. BROOK: | think that we could have
open del i beration today at the |evel of a
commttee about do we think this is good enough
to overcone sone of the major problens with the
runni ng of the next set of panels? And we ought
to confine our discussion to that for us at this
nonment. But at the sanme process, |'ve heard that
there are people that really want significant
witten changes in this docunent that we all may
think there's no problemw th, and it woul d
| nprove the docunent.
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And if we had a process of saying --
and | don't know the timng of this here, but you
have six weeks to take this docunent and to wite
down, not just the edits, but just the reason you
want it changed, the justification, what you're
trying to acconplish, and then have the

subcomm ttee | ook at that and then try to
I ncorporate as nuch as this into a revised
docunent and bring it back to the Executive
Commttee so that we get closer to what people
really want and go through the step before we
neet again as an Executive Committee of actually
| ooki ng seriously at those changes and
| ncorporating them then we would have a witten
reason, a witten justification, and then we
could respond as a cormttee and say yes, we
agree wth, no, we don't, for these reasons. And
this would be a different kind of a process.

DR. SOX: So we have comments. | was
| ooking this way. So Al an, why don't you take
the first one.

DR. GARBER I'IlIl be very brief. |
just wanted to rem nd everyone -- and correct ne
if nmy menory is incorrect -- that at our | ast

Executive Conmttee neeting we said that the
subcomm ttee woul d produce a docunent that's
really intended to be interimto provide gui dance
to the panels until HCFA issues its reqgul ations.
So one thing to keep in mnd, none of us, |

t hi nk, have the intention of producing sonething
that's going to be permanent. |If this does

happen to coi ncide perfectly with the rules that
HCFA eventual | y devel ops, that would be great. |
don't think we have the expectation that that

wi || necessarily happen.

So this is indeed an interimdocunent,
and | don't think the idea is to nake this so
pristine and perfect that it never needs to be
changed because we are al nbost bound to change
this in the course of the next year, year and a
hal f, however long it takes.



The second point is that | think we
said at the previous neeting that we hoped that
we would nore or less wap this up at this
neeting, and | think it's premature to tal k about
| onger term changes until we've heard fromthe
menbers of the Executive Conmttee, who did not
yet have an opportunity to comment on the
docunent, to get sone sense of whether this is
very close to the right ballpark and just needs
sone technical revisions that can be handl ed
today or if it needs very extensive revisions.

So | think we need to discuss ongoi ng
revision only after we've heard fromthe
Executive Commttee has a whol e.

DR. SOX: So Alan, |let ne understand

you correctly. Are you saying that we can't act
on Bob's proposals until we discuss the docunent
as it currently stands |looking at it as an

I nteri mdocunent that's going to help us get off
the ground in the next 12 nonths or so?

DR. GARBER  Exactly.

DR. SOX: That certainly seens |like a
reasonabl e suggestion. But why don't we see if
t here are any other comments.

Jeff, did you have your hand up?
Leslie?

DR. FRANCIS: | wanted to comrent that
| think that we should go actually section by
section with the idea of whether or not there are
things in this docunent, using it as a general
framework, that we think are problenmatic even on
an interimbasis. One exanple m ght be the
i nplication in the generalizability section to
t he Medi care popul ation, that the Medicare
popul ation is only the elderly.

DR. KANG Yeah. | would actually
agree wth that. | think we need sone m nor
t weaks here and nore along the |ine of tone or
clarification, and I don't think we're that far
apart.

Listening to the coments, | read this



docunent in a conpletely different way than many
of the coomenters are reading it, and that really
suggests that we have sonewhat of a problem

The first is | did not read in this
docunent that there's an inplication that
everyone has to have a random zed control | ed
trial. Wat this docunent in nmy mnd says is
that's the gold standard, but to the extent that
you deviate fromthe gold standard, you have to
expl ain biases, how you dealt with it et cetera.

So clearly a case controlled trial
where the biases |let's say agai nst device or

servi ce or whatever, soneone can say well, that's
okay. All the biases are against it. That's a
good trial.

The second observation | had was the
same as Dr. Francis', and this really actually
dealt with, | think, the Medicare beneficiary
rights testinony and a couple of other
testinonies. | think we do have to clarify that
the results associated with the study popul ati on
are the results associated with the study
popul ation. Now, it so happens that the study
popul ati on excl uded peopl e under the age of 65,

and if you want to broaden that coverage, you
actually have to deal with whether you can get
t here or not.

As it turns out, as the doctor with
mul tiple nyeloma from Arkansas was saying, if in
fact the study didn't have age excl usion but
actual ly had anot her exclusionary criteria, then
t he age probably goes away. You just actually
wite a coverage decision that had the
excl usionary criteria.

The whol e point, though, is you | ook at
t he study popul ation, and you agree with the
results. And then to the extent that you want to
cover beyond the study popul ation, you actually
have to justify why it had reason to do that and
explain why that's an okay thing to do.

So I would actually see that those two
m nor tweaks -- and maybe they're not m nor, but
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| think what Bob is suggesting is they still
require a fair anmount of wording, but | think
that gets to nost of the problens that have
actually been identified by the presenters that
there are sonme process probl ens.

DR. DAVIS: Wll, | agree with a |ot of
the comments that have been nade. And to pul

them together, what | would like to see is |
agree with Leslie that a section-by-section
review woul d be appropriate today. W' re not
going to do all the things that need to be done
to the docunent, but we can do a lot to fix
this. So | think a section-by-section review
woul d be good, and then by the end of the day
approve it with the fixes that the commttee
agrees to, and then approve it as work in
progress, then give it to the panels as a
framework to guide their work in the com ng
nont hs, and then continue to conme back to the
docunent and refine it as necessary, especially
consi dering that when panels begin to use it,
that will represent a pilot test, if you wll, of
how appropriate and practical the docunent is,
but again comng back to it over tinme refining it
as necessary. And also, I'msure we'll want to
take into consideration nore detailed conments
fromthe public and from vari ous stakehol ders.
DR. SOX: Ron, nmaybe you could al so
speak briefly to the concept Bob has advanced
about getting public input to this docunent. To
me it's kind of an attractive idea that we would
really seek broad input. W would have to nmake

the final call on the wording, but it would give
us an opportunity to nake sone changes in tone,
and if it seens appropriate to do so, that nay be
very difficult to acconplish in the short-term

What do you think of the overall
strategy of getting public input?

DR. DAVIS: Well, we've obviously had
sone already today, we had sone before we cane
here today, and we'll have nore later on this



afternoon. So ny sense is let's try and inprove
It today. Maybe we can go section by section and
al | ow peopl e to propose inprovenents, and maybe

t hose can be approved as we go along by the

comm ttee or disapproved, then hear sone nore
public comment from 3:15 to 3:30 or whenever that
happens as |listed on the agenda, and then | eave
the final approval by the commttee to the end

of the day as the agenda indicates. Then there
will be nore detailed comentary after we adjourn
today, and we'll take that into account when we
reconvene in a couple of nonths.

DR. SOX: O her conmments about the
process? | would |ike to advance a notion and
see howit flies with you. I'ma little worried
that we're going to get into wordsm thing over

tone that's going to kind of bog us down and
woul d |li ke to propose that we try to focus nore
on technical content and | ess on tone during our
di scussion, explicitly recognizing that we're
going to get a fair amount of public input
hopefully in witing, | would suggest, on how we
alter the tone in a useful way.

My guess is that as long as this
docunent continues to be an interimworking
docunent in the next few nonths, these issues of
tone probably aren't central to getting on with
t hat wor k.

Does that feel pretty confortable to
you all that we focus on technical content and
recogni ze we have a process for nodifying the
tone in response to public coment both here and
that we may receive later on? Al an?

DR. GARBER Well, | want to nmake sure
| understand the inplications of what you're
proposing. | just know ny panel, nedical surgery
panel, is neeting in alittle nore than a nonth,
and | suspect that nenbers of ny panel won't care
much about the tone of the docunent and wll care
a great deal about content. And if by technical
| ssues, you nean the content -- that is how are
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you going to evaluate the evidence and so on --
that's great. That's what we need. And | agree
t he wordsm t hi ng about tone is not going to be

t he nunber one concern of our panel.

So if we could end today with the
consensus about content as in what are the
specific directions that the panels wll receive.
And let's not forget that although this is a
public docunent, its prinmary purpose is to guide
work for the panels. So that's really what we
shoul d be focusing on.

| f we can cone to sone consensus today,
t hat woul d be extrenely hel pful to us and |
suspect all the other panels.

DR. SOX: Bob, did you want to
conment ?

DR. BROOK: From a process perspective,
| believe that the question we ought to ask the
committee, as a guide for the first panel
nmeetings, is there anything you find in the
docunent that's objectionable that would all ow
you not to want to give this to the panel as
gui dance for the first neeting?

If we limt ourselves to that question,
then | think we could do the task that people

have tal ked about, going section through
section. If we do anything else, |I don't think
we' re going to succeed.

| think that, however, this is
basically not a technical docunent, but a
political docunent witten by a technical group,
and | would urge that we view it as such and
therefore insist that before we finally approve
t he docunent, | think we can say to the panels
use it as a guidance for the first thing, that we
get absolutely specific witten comments from
anyone in the public who wants to give it to us
with a justification for what they're trying to
achi eve by that comment so that we can explicitly
respond in witing, do the sane thing we're
asking the panel to do, to explicitly respond in
witing why we believe that this word ought to



stay the sanme, this word ought to change or that
we consider this other thing, and then do this as
an evol uti onary process.

So nmy concern is do we have enough
di scipline to hold ourselves for this
conversation around the table to say what's in
here that really the chair should not use at the
first set of panel neetings, not what you think

about the tone and structure and everything, what

we think this eventual docunent will 1ook Iike?
DR. SOX: So it's partly objectionable,
but it's also unclear and confusing. | nean if

you don't understand the docunent, you can't
i nstruct the panel about problens. W've got to

deal with those problens as well. Ckay. | think
we're all together. Bob?

DR. MJURRAY: 1'd like to comment that |
think it's inevitable that this is a gui dance
that is titled recommendations. It's filled with
words |i ke should, it's expected to, would
normally. It's only a guideline. 1It's not a

prescriptive |egal statute.

Secondly, it's inevitable that it's
going to be treated as such because we have only
a nonth or six weeks before the next panel
neeting, and one of the provisions calls for a
six-nonth or anticipates a six-nonth tinme line in
order to get to the panel neeting. Well, of
course, you're not going to squeeze six nonths
work into six weeks.

My feeling is that we should approve it
as is or wwth mnor nodifications because it's a
guideline. 1It's a recomendati on.

DR. SOX: | think we're all clear. W
suggestion is that we take it section by section
and we take a few m nutes before starting the
di scussion for people to go back over and if they
haven't already identified concerns, to do so.
"' m not sure everybody has a comment.

Have nost people already marked it up?
Geat. In that case we can go right into it.



DR. HOLOHAN. Since we're switching our
agenda a little bit, we're going to ask questions
or make conments on sone of the public
statenents, there are a couple of things I'd like
to comment on before we start just to get themin
the public record. The witten comments that
were supplied are, | presune, in the public
record, and I think a few things have to be
clarified.

One is HMA has a statenent that says
the six nonths that are suggested in the docunent
is the length of the life cycle of sone
technologies. | find that very difficult to
believe. So it doesn't square with M. Roe's
I nterest in people investing noney into a --
stent versus nedi cal technol ogy.

Secondly, there's a H MA statenent that

says technol ogi es have i nproved | aparoscopic
chol ecystectony -- would have difficulty in
clearing the evidentiary hurdle. Laparoscopic
chol ecystectony was actually decided as a
coverage issue by Medicare on the basis of the
request for review by the U S. Public Health
Service. Their standard, arguably | engthy
procedure, that was extant in the early 1990s,
and HCFA was able to nmake a coverage decision in
a period of four nonths. So it's in the public
record, but it's not entirely true.

The only other coment |'d like to
make, Ms. CGottlich nentioned again VA coverage.
| "' m perhaps oversensitized to this because it
came up four times at our panel discussion on
treatment of nultiple nyel ona.

| think, as the only VA representative
here, it's inappropriate to make conpari sons
bet ween benefits provided by Veterans Health
Adm ni stration and benefits provided by Medicare
for two reasons. The major one is that HCFA' s
statutory requirenments and the VA's statutory
requi rements are considerably different. The
Vet erans Admi nistration is required by lawto
provide clinical care to patients to do research,



to provide nedical education to nedical students
and house officers and to act as a backup for the
Departnent of Defense, and I think it is

m sl eading to see VA provision of nedical care as
sonme kind of a federal inprinmatur about safety
and effectiveness in part because of the fact
that research is part and parcel of what VA

does.

The second is that the VA benefits
package extends far beyond nedical care to things
t hat HCFA doesn't cover, for exanple,
nodi fication of vehicles for patients with spinal
cord injury, nodification of hones, a nuch nore
expansive long-termcare program So | think
it's sinple to say well, since the VA does
provi de hi gh-dose chenot herapy and stem cel
support for sone patients with nultiple nyel oma,
that it's ipso facto or inportant to VA for the
safe and effective therapy, and Medicare, as
anot her federal program should follow suit.

It's deceptively sinple, but it's in fact not the
case.

DR. SOX: Let's begin. Let ne suggest
sonme ground rules that you want conments on
el ements of the text that seem objectionable as a

basis for your panel proceeding or the text is so
uncl ear that you feel that you can't proceed, it
doesn't give you instructions you can understand.

|'"d |like to suggest that people who
have a problemwth it try to identify the
problem if possible propose a solution, and the
process for getting agreenent is going to be
nostly nme | ooking around the room and seei hg nods
or asking if there's objections. Try not to take
votes unless we go into sonething that's real
controversi al .

DR. DAVIS: Hal, can | ask a process
guestion?

DR. SOX: Go ahead.

DR. DAVIS: | think what you' ve just
outlined is fine, but I wonder if we go through



it section by section and stick to the issues
that you nentioned a few nonents ago, and if we
have ti me perhaps we can go back section by
section and address tone again if there's tine.

Wuld that fit in with what you're
trying to do?

DR. SOX: | agree with separating the
two, and if we have tine, it would be reasonabl e
to address tone. |I'mmndful of the fact that

there may be a few nenbers who are going to have
to leave a little early. So |'m hoping we can
get done a little bit before it was schedul ed for
the end of the neeting so we have everybody here
at the end. So I qualify it | guess.

M5. RRCHNER: On that note | was
wondering if it's possible to do process first.
| think that's a critical conponent of what our
mandate is here. A lot of this is so theoretical
in the sense that we nay get bogged down, and |'m
very concerned that one of the huge issues is the
evidentiary reports, and that whole section is
very unclear, and | would |ove to be able to
focus on that first.

DR. SOX: How do ot her people feel
about that?

DR. GARBER | guess although I think
it's very inportant to get there, | think we
shoul d proceed in order. | think that there are
two big issues that were raised overall, if I
coul d summari ze what the commentators said in the
public testinony.

One of themhad to do with the
| npression sone had that -- trials would be
necessary, and the other issue was tineliness.

So the first is in the first part of the
docunent, and the second is in the process part
of the docunent. | think we need to get through
both, so that will be the responsibility of Hal
to get us through this in a tinmely manner.

DR, SOX: Responsibility on all of us.
Jeff?



DR KANG M. Chairman, if | could
just add, as Dr. H Il was suggesting, the process
in many ways, a lot of the timng is HCFA' s
responsibility, and we really have to work out
the | ogistics et cetera. And during the
presentation this is the first tine | saw the
time frame, and | quite frankly think we can do
much better. So to the extent that we don't get
there, | really just wanted to signal that we
will very work very aggressively with the MCACto
speed up the tinme frames et cetera.

M5. RICHNER: Preparation of the
evidentiary reports was another issue as well as
t he revi ewers.

DR. KANG | think we can do that
faster. A lot of that responsibility, quite
frankly, falls to HCFA because it's staff
preparation. So | just want to send that nessage

| oud and clear to the extent that we get bogged
down. | actually think we should get to the
content of guidance. And we are conmmtted to
wor ki ng on the process issue and getting things
done faster.

DR. SOX: | think we ought to focus on
| ssues that seemreally inportant to the panel
chairs and co-chairs. So perhaps there won't be
any comments on the preface since it's not
procedural .

DR. BERGTHOLD: | would like to nake a
suggestion that we consider what we heard from
t he public today, which | thought was a very good
point, and that we put explicitly up front in the
preface, even though we all understand that, that
this is for the Medicare beneficiaries to better
serve them so sonething |like after the first
sentence, provide advice regardi ng coverage so
t hat Medi care beneficiaries can be better
served. | can't make a vote, but if soneone el se
woul d carry that vote.

DR. SOX: That's a tone thing.

DR. BERGTHOLD: | don't think it's a
tone thing. | thought about that really hard. |
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think it's a substantive thing that we m ssed.

DR. SOX: Anybody have any problemw th
now sayi ng observi ng Medi care beneficiaries?

DR FRANCIS: |I'd like to add an
invitation to the panels -- this will be on the
| ast paragraph in the preface -- to convey back

to us concerns about the docunent as they work
withit.

M5. LAPPALAI NEN. Just a matter of
hel ping our typist, when the commttee nakes a
suggestion to nodi fy the docunent, you can then
ask yourself if it's all right. |If then the
committee agrees that that change is fine, if the
person could then dictate slowy, and we can nake
t hat change. W don't have to necessarily do a
vote for each individual change. W're hoping to
have the docunment nodified and that at the end of
the day the entire docunent can be endorsed, if
you will. Thank you.

DR. FRANCIS: M suggestion m ght be
you just add the paragraph of the interim
docunent a work in process. W invite panel
comrent s about your inpressions of the docunent
and what changes they m ght recomend to the
Executive Commtt ee.

DR. SOX. Let's go down to the next to

| ast paragraph. So you want sonme wordi ng that
m ght go on to have that paragraph, the |ast
sentence, continue to say and in response to
suggestions fromthe panel based on experience,
sonething |ike that?

DR. FRANCIS: Sure. The Executive
committee invites coments fromthe panels based
on their experience with this interimdocunent.

DR. BROOK: Wiy don't we just say we

will nodify these recommendations in response to
panel feedback and as needed to respond to the
HCFA final rule -- in response to feedback from

panel nenbers or sonething like that. W wl|
nodi fy these recommendati ons as refl ected by
I nput fromthe panelists and as needed in
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response fromthe panel nenbers.

DR. FRANCIS: Alan, are you clear that
that's an open invitation to your panel to give
us feedback on howit wll work?

DR GARBER  Yes.

DR. SOX: Ckay. Any other changes to
the preface? No objections? Ckay.

Let's go on to Evaluation of Evidence.
|"d like to suggest we basically go through it
par agraph by paragraph so we're not junping

around, and it will make it easier for the person
who's trying to make the changes in the pernmanent
record.

Any problenms with the first paragraph?
The second paragraph?

DR. DAVIS: W're tal king about
substantive process, right?

DR. SOX: W're tal ki ng about
obj ecti onable for the basis of panel action or
uncl ear.

DR DAVIS: Fine.

DR. SOX: So first paragraph? Second
par agraph? Wat about the statenent in bol df ace
about the adequacy of the evidence, does that
tell you what you need to know?

DR. MJRRAY: This is one of the few
pl aces where the word nust appears, and perhaps
this is tone, but in the prior paragraph the word
shoul d is used.

Wul d this be inconsistent to change
must to should or nust to is expected to? |I'm
trying to address sone of the concerns heard in
the comments that this is overly prescriptive.

DR. SOX: Anybody have any problemw th
substituting should for nust? Go ahead, Al an.

DR. GARBER Well, | think this is the
si ne qua non of what panels do. Details are
shoul ds, but I can't see how a panel w |
di scharge its duty if it does not determ ne
whet her the scientific evidence is adequate. So
this is one place where | feel the word nust is



used advi sably.

DR MJRRAY: We nust use nust? |
really don't have any objection to that.

DR. SOX: Any problemw th using nust
here? O her comments on adequacy of the
evi dence? John?

DR. FERGUSON: Just a comment, and that
Is that it was ny understandi ng that HCFA
woul dn't send anything to the MCAC panel s unl ess
t hey had sone pretty good indication that there
was enough evidence. Now, that doesn't abrogate
the panel's responsibility for judging it, but I
t hi nk HCFA has said in their previous generation
that they would not send things to the panel
unl ess there was sone cl ear evi dence base.

DR. SOX: Do you have a wordi ng change
suggesti on?

DR, FERGUSON. | would say probably in
t he paragraph before, the quality of the evidence

fromthese sources will vary, and the panels
shoul d wei gh the evidence according to its
quality, a portion of that weighing has been done
by HCFA prior to sending the request to the
panel s or sonething |like that.

DR. BROOK: Can we stay away from
that? W don't know how HCFA wi Il want to use
this process in the future. Wy don't we just
wite a docunent on what the panel should do, and
HCFA can determ ne what it wll do.

DR. KANG | think that's correct. You
can't presune what will happen here.

DR. SOX: That process isn't witten
down.

DR. KANG Quite frankly, | think that
t he, quote, slamdunks, we'll just deal wth
admnistratively. And the reality is that on
your broad shoulders we'll be getting the plain
ones that are somewhat controversial, so | think
t hat we have to be very careful there. | would
j ust encourage you to just go ahead and do what
you think is right.

DR. SOX: Anybody here who doesn't find
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Al an and Jeff's point conpelling?
G her comrents on the bol df aced

adequacy of evidence? Any specific wording
changes? | don't hear them

So let's nove on to the first paragraph
under comment. |'mjust going to expect you to
hol | er.

Let's go on to the second paragraph,
t he one that says many forns of evidence.

Thi rd paragraph, when several such
wel | -designed trials, any changes to this?

How about the next one, the Executive
Comm ttee believes? Jeff?

DR. KANG | hate to say that this is a
tone al so, but we say here in considering the
evi dence from any study, whether they're
random zed clinical controlled trials or any
other trials or whatever, you could say the MCAC
now should try to answer these two nain
guesti ons.

DR. DAVIS: \Were are you?

DR. GARBER It's the |last paragraph
before bias. You want to insert whether
random zed controlled clinical trial or
observational study?

DR. KANG O other controlled trials.

DR. GARBER O other controlled study?

DR. KANG Yeah.

DR. SOX: So it's really any controlled
study. It wouldn't apply to a noncontroll ed
st udy.

DR. KANG Right. Any controlled study
I ncl udi ng random zed controlled trials because
you do want to deal with bias, and even in an RTC
it's possible.

DR. SOX: So the suggested wording is

that after any, we would put any controll ed

study, including random zed controlled trials.
M5. RICHNER: \What about the issue of

registries again? | think that limts this.
DR. SOX: W speak later on to the
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| ssue of registries wthout any form of control.

DR. GARBER Well, there are sone
changes we m ght want to nake | ater on, but I
think we have to nmake it clear that registries
can be controlled, and they can be uncontroll ed,
and | have sone suggested wording |ater.

M5. RICHNER: But this wouldn't then
negate eval uation of that type of evidence |ater
on?

DR, GARBER Right.

DR. SOX: If there was a control, then
it would fall into this.

M5. RICHNER. Okay. | see what you're
sayi ng.

DR. BROOK: Jeff, just to be clear,
you've made this nore limting than it was
before. The purpose by inserting all that
nonsense, the purpose of this sentence, was
basically to say this is not a rigid
restriction. This is a general. And now by

stating controlled trials in it, you' ve nade it
much nore rigid. Study is very vague.

DR. KANG | agreed with that point,
but | was surprised by the cooments that we were
getting.

DR, SOX: Actually I think there's a
| ogi cal reason for sticking it in there because
the bias to controlled group and intervention
group doesn't apply to a noncontrolled study. So
in other words, the remark about bias isn't an
| ssue unl ess you're conparing groups. So | think
it makes nuch nore sense.

DR. MAVES: Hal, that may be true, but
| again |like the way it was worded beforehand
because it was nore open, and it was broader and
| ess sort of proscriptive. Unless Jeff has a

good reason for putting it in there.

DR. BROOK: \What about this? 1In
considering the evidence from any study, whether
random zed or not, the MCAC should try to answer
t hese two nmain questions. There can be bias in a



random zed trial study. So why don't we say
considering the evidence from any study, whether
random zed or not.

DR. KANG That's fine.

M5. RICHNER: Thank you. That's
better.

DR. SOX: Is that conprom se agreeable
wi th everybody? Gkay. Any other comments on
t hat paragraph?

How about the next paragraph, the one
t hat defines effectively bias? Then we have a
real | ong paragraph com ng up, many opportunities
for finding fault here. Anybody want to nake
suggesti ons about how to change this next
par agraph on potential sources of bias?

DR. HOLOHAN. The investigators cannot
be sure that they have neasured all of the ways
in which treated patients differ fromuntreated,
do you really want to put in the word neasure?

DR. SOX: Can you tell us where that

I's, please.

DR. HOLOHAN: The fourth |ine down.
It's tal king about observational studies. The
i nvestigators can't be sure that they have
neasured all the ways --

DR. BROOK: Are you saying neasure to
assess?

DR. HOLOHAN. Measured inplies a
guantitative eval uation which may not be possible
I n many i nstances.

DR. MAVES: How about consi dered?

DR. SOX: Al an?

DR. GARBER  The operational issue here
Is has it been recorded in sone way that it can
be incorporated into a study design? And to
observe is not sufficient. To consider is not

sufficient. It has to be recorded. Measure does
not necessarily nmean quantified in continuous
ternms. It can nean it's a binary variabl e.

Doesn't necessarily mean quantitative. Measured
means observed and recorded.
DR, HOLOHAN. Wiy don't we just say



23 observed and recorded.

24 DR. GARBER Well, fine. | wouldn't
25 have any objection to that.
. 00158

1 DR. BROOK: That sounds fine. bserved
2 and recorded.

3 DR. SOX: Geat. OQher comments on

4 this paragraph?

5 Now we turn to the one paragraph that

6 starts random allocation of patients. Any

7 objections to this paragraph for lack of clarity?
8 Then let's go on to the next paragraph,
9 in an observational, nonrandom zed st udy.

10 Renenber now we've got to focus on issues that

11 are objectionable for the basis of panel action
12 or unclear. Ron?

13 DR. DAVIS: | guess sone of these

14 comments could address interpretation by panels,
15 so maybe |I'l| offer this comrent which could be
16 tone, could be interpretation.

17 At the very end where we say clinical

18 trials of treatnents for cancers that have an
19 unpredictable natural history, for exanple, have
20 repeatedly denonstrated that the results of

21 observational studies are msleading, | wonder if
22 we should say are often m sl eadi ng.
23 DR. SOX: Yeah. They aren't always.
24 Fair?
25 DR. BROOK: It's not that they're
. 00159

1 msleading. They're overly optimstic of the

2 value of the therapy.

3 DR. SOX: How about frequently

4 overestimate the size of the treatnment effect?
5 DR. BROOK: That would be better.

6 DR. SOX: The results of observational
7 studies frequently overestinmate the size of the
8 treatnent effect, and del ete often m sl eadi ng,

9 and go back to the --

10 DR. BROOK: Renpve repeatedly at the
11 first part of that sentence.
12 DR. SOX: One nore wordsmthing change

13 in that sentence, repeatedly on the left hand
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side, delete that. GCkay. Good.

Next paragraph, to detect inportant
bias. This one has a | ot of operational
i nplications. Does it really do it for you?
Ckay.

Next paragraph, although a body of
evi dence.

DR. HOLOHAN:. Can | suggest that the
phrase i s never adequate be clarified a little
bit? And | think what was neant by the
subconm ttee was that it would never reach to the
reliability of a probably done random zed

controlled trial, but not that it is ipso facto
| nadequat e.
DR. SOX: Alan, do you want to respond?
DR. GARBER Well, | realize this is
not a flash point, and | think we should be --
the issue here that is | believe perhaps a

semantic one -- I'mnot certain -- and that is
what do we nean by uncontrolled? And from
hearing the comments today, | think that sonme of

t he peopl e may have been under the inpression
t hat what was neant by uncontrolled is not
random zed controlled, and that's not the case.
And | actually got sone suggested
rewording, and I don't know if this will do it.
And Tom | particularly appreciate your opinion
about this. That is the first sentence of the
par agraph woul d begi n al t hough they do not have
random zed controls, all well-designed
observati onal studies include sonme form of
control. They may consist of an inplicit or
explicit controlled group or statistical
controls, that body of evidence consisting only
of uncontrolled studies. And | think that's
i ntended to nake it clear that registries are
probably assi gned observati onal anal yses,

probably assigned controls, and the issue truly
uncontrol l ed study, | think it's strictly true.
If it is uncontrolled, it is not valid evidence
by itself, yet there are plenty of studies that



coul d have valid controls that are not
random zed, and | would hate for the readers of
this docunent to think that this paragraphs neans
you have to have random zed controlled trials.

In fact, | was struck that sone of the
public comments seemto suggest that this
docunent neant only random zed controls woul d be
suitable. W put a great deal of effort on the
part of the subcommttee to try to nmake it clear
t hat observational data would often be -- well,
at | east would sonetinmes be adequate, and it
real |y depends on the characteristics of the
studi es that were being done.

M5. RRCHNER: | still think that's
m ssing the mark in a sense because | think why
this is so controversial in a sense is that once
agai n when you're | ooking at the technol ogy curve
when you have very little evidence in the very
begi nning of adoption, it's rare that you're
going to have the kind of rigorous studies that
you're interested in. So I think what this does

Is we want to nmake sure that you're | ooking at
the conposite of all possible data that's
avai lable. And this doesn't allow that.
Essentially | ooking at perhaps unpublished data
t hat m ght be avail able that woul d be
I nteresting, case studies, et cetera, et cetera,
and sonehow this tone of this paragraph limts
all of that.

DR. SOX: W've got to have sonething
to vote on and sone wording to vote on.

M5. RICHNER: And unfortunately | had
wording that | sent to you that | thought was
appropriate on e-mail that would have addressed

that as well. Unfortunately ny conputer has now
j ust died.

DR BROCK: Can | suggest sone
wordi ng? | want to suggest an alternative
wor di ng before we vote.

DR. SOX: |I'mthinking that maybe what
we need to do is to get -- thisis areally an

| nportant issue, and that perhaps an approach



woul d be that we delay the vote on this. W can
nove on without this. Each of you submt your
wording that we get it up there and we actually
wordsm th out.

DR. BROOK: Can | suggest an approach
to this background before we do that? | would
| i ke to suggest that we're limting everything up
to in sone cases, and we start by saying in nost
cases given the current state of scientific
evi dence, panels will determ ne that well -
col | ected observational evidence -- and then |
t hi nk we ought to list in there what we nean by
that -- will be sufficient to draw concl usions
about effectiveness, and | think that that's the
tone you want in this paragraph.

M5. RICHNER: Yes, that's nuch better.

DR. BROOK: Because with a |arge part
of the technologies, that's what's going to
happen. So that's how | would alter that
paragraph. And | would then spell out in detail
what we think are well-control |l ed observati onal
ki nds of studies, registries with historical
controls, quasi experinental designs, et cetera,
et cetera. And I think I'd even add the point
that Jeff came up with. This would be especially
true when we have breakt hrough technol ogi es and
t echnol ogi es dealing with people with severe
di seases with no other recourse.

DR. KANG That's good.

DR. BROOK: | think that's what the
panels are going to do, and | think we m ght want
to say it.

DR. KANG May | nmeke a suggestion
since we're alnost at lunch? | don't think we're
that far apart. It actually strikes nme that
maybe Bob, Al an and Randel sit down at |unch and
hack it out. | hate to infringe on your |unch
peri od.

DR. SOX: | think that's actually a
very good suggestion. W' |l appoint a conmttee
of three, and if any nenber of that commttee is
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not satisfied with what you cone up with, then
that person will submt an alternative, and we
can vote on it. Does that sound reasonabl e?
We've got about five mnutes to 12:00. Should we
gi ve ourselves a break at this point? And we'll
come back at 1:00 and continue the process.
(Wher eupon, recess taken -- 11:55 a.m)
(Wher eupon, after recess -- 1:10 p.m)
DR. SOX: Al an, do you have a report
of the work group of the subcommittee?
DR. GARBER W weren't able to |ocate
one of the nmenbers of our subcommttee. Randel
and | went over sone | anguage that | think we

agree on. So if | could read that to the
commttee and the audi ence.

DR. SOX: Should we perhaps have it --

DR. GARBER Let ne read it once first
because there's a | ot of changes. GCkay. This
refers to the bottomof that page. It's right
above the subheading external validity, the |ast
paragraph, and it currently starts although a
body of evi dence.

The new | anguage is as foll ows.
Al though if they do not have random zed control s,
all well -designed observational studies include
some formof control. Controls may consi st of an
inmplicit or explicit controlled group or
statistical controls. A body of evidence
consisting solely of studies with no controls
what soever, whet her based on anecdotal evidence,
testinonies or case series, isS never adequate.
And then the | ast sentence reads, now that
there's a change in the |last part, when these
ci rcunst ances apply, the panel nust describe
possi bl e sources of bias and explain the basis
for its decision that bias does not account for
the results.

Randel , does that reflect what we

sai d?
M5. RICHNER: Yeah. The key issue here
Is that any of the case series studies or



conposite of any of those sort of testinonials,
anecdot al studi es conbi ned, can never constitute
t he proper evidence if it's only those types of
st udi es.

DR. GARBER Only studies w thout
control s.

M5. RIRCHNER: Right. Wthout sone type
of control. So even in an observational study,
you can use a statistical nethodology in which to
observe or have a control as part of that. And
t hat works. Wat do you think, Bob?

DR. BROOK: MW fault. | didn't goto
| unch, so | couldn't find you guys. So ny
faul t.

DR. FERGUSON: Can that be witten down
and circul ated?

DR. GARBER | just wanted to get it
done in general first.

DR. BROOK: In general terns | don't
bel i eve a docunent ought to ever use the word
never .

M5. RICHNER: Then never is a problem

| still don't like the never.

DR. BROOK: There is not a single
testinonial that couldn't be put into historical
context by sone historian. Wether you choose to
do it or not nakes it adequate or inadequate, but
there is no case series that could not be put in
sonme historical context no matter how bad. And
t he panels are going to be left to judge how nuch
effort and how good these controlled efforts have
been. That's why | would have sinplified this
just to say -- | nmean that's their job in terns
of what's going on. That's okay. |It's ny fault,
as | said, for not being there.

DR. SOX: Ckay. Alan, do you want to
read that one nore tine? Then we can have
di scussion of it and maybe start to get it on the
docunent as well.

DR. GARBER  Should I read this line up
toit? Insert at the beginning of the paragraph
t he foll ow ng.
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DR. BERGTHOLD: No. She's just going
to type it separately for now.

DR. GARBER Ch, okay. Fine. Although
t hey do not have random zed controls, all well-
desi gned observational studies include sone form

of control. Controls nay consist of an inplicit
or explicit controlled group or statistical
controls. And then the next up is -- do you want

to just retype the remai nder of the paragraph?
THE TYPI ST: Wuld that be here at the
end?
DR. GARBER It goes to the although.
It's now the next sentence. The word although is
struck and then a body of evidence. So you
struck that. The body of evidence consisting
solely, and then strike only, and then strike
uncontrolled. And then after studies insert with
no controls whatsoever. And then after case
series strike and di sease registries w thout
adequate historical controls. Then it stays the
sanme i s never adequate. And then insert however
before in. This is sonething | didn't nention
t hat we changed al so. Strike sone and replace it
with many. In many cases. Then it goes to the
| ast part of the paragraph. Strike why it
deci ded and insert the basis for its deci sion.
M5. RICHNER: Bob, you certainly still
have a chance to coment.
DR. SOX: Well, it's tinme for comments
or questions. Actually | have a question.

Statistical controls, could you explain what that
means?

DR. GARBER In other words, it's an
observational study where they can collect data
on a nunber of variables and basically | ook at
patterns of outcones, how they're expl ai ned by
things |ike say age et cetera. That can be a
formof statistical control.

DR. SOX: Is that nultivariant analysis
essentially?

DR GARBER  Yes.
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DR. KANG This is different or the
same? You do multivariant plus sensitivity
anal ysi s?

M5. RICHNER: | actually have sone
literature that is very recent fromthe
phar maceutical industry of which they do this
type of nethodol ogy. And once again, | can't
articulate it well, but there are nmethods to do
this in using observational data that is well-
grounded. | nean McMasters has done a | ot of
wor k at that.

DR. KANG Coul d you take anot her
attenpt at trying to explain to ne?

DR. GARBER Let ne tell you about sone

of the work we've done using Medicare clains
files. Let's say that you want to have an idea
of whet her revascul arization in post M inproves
outcones. You can take Medicare clains files
whi ch have extensive infornmation about di scharged
di agnoses, age, |ocation and a nunber of other
i ndi vi dual characteristics, and there are various
statistical nmethods you can use to deterni ne
whet her the people who have treated with
revascul ari zation did better. So you'll have Bob
Brook saying that's all very hokey, but that's
what statistical controls are, and the panels
have to deci de whether this type of evidence is
adequat e or not.

DR. HOLOHAN. It's retrospective.

DR. GARBER Well, it's actually
hi storical prospective. The point is we're not
going to determ ne right now whet her any
particular study in science is adequate. The
point is that there are nethods, and there are
cases where you can use that kind of a controlled
group -- that is inplicit statistical control --
to draw concl usions. The panels may deci de yes,
this is convincing or they may decide it's not on
a case-by-case basis.

DR. SOX: Any other questions or
comrents about this? Ron?



DR DAVIS: Wwell, I like it. | just
want ed to suggest one other snmall change at the
end. Instead of saying that bias does not
account for the results, to say that bias is
unlikely to account for the results. | think the
panel would nore likely say we don't think bias
accounts for the results. | don't think they'd
say bias does not account for the results.

DR. SOX: Does that sound reasonable to
you guys?

M5. RICHNER: W had that discussion as
well. Are you confortable with that?

DR. GARBER Yeah, | think that's
fine.

DR. SOX: Any other comrents? So it
goes. W now go on to external validity, first
par agr aph.

DR. FRANCIS: There's a repl acenent
effort.

DR. KANG If you don't mnd, Dr.
Francis and I, in going through it ourselves as a
group of two, took another crack at this. So
this is under external validity. And maybe we'l]l

read it.

DR. SOX: Is this suggested as a
substitute for the paragraph?

DR. FRANCIS: Yeah. For the first
par agr aph.

M5. LAPPALAINEN: 1'Il read it out
| oud. |Issues of external validity related to the
study of popul ation. Medicare beneficiaries
I ncl ude el derly, nonelderly, and disabl ed
peopl e. The Medi care popul ation also may or nay
not include patients with conorbid di sease. That
said, historically many controlled trials
unfortunately excluded ol der nmen and wonen,
people with disabilities and people with conorbid
di sease. This neans that even when a trial has
adequate statistical power for the study
popul ation, that its results may or nmay not be
generali zable to sone portions or all of the
Medi care population. |If the requester is asking
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for, or the panel is advising, coverage beyond
the clinical and denographic characteristics of

t he study popul ation, the panel should state that
they believe the results of the trials are
applicable to a broader popul ati on, define what

t hat population is and explain its reasoning

why.

DR. SOX: So Leslie and Jeff, perhaps
you coul d explain what | ead you to nake this
change so we all understand what's behind it.

DR. FRANCIS: One thing that was behind
it was the recognition that Medi care popul ation
Is not just the elderly. And at |east the way
t he nyel oma panel was set up, the question that
was posed to the panel was we've got a |ot of
data in there under 65s. Can we extrapolate from
65s and over? And we wanted to take away any
inplication that that's the way stuff should be
set up rather than focus on the question of what
were the inclusion and exclusion criteria in
studi es and what that says about what are all
portions of the managenent popul ati on coverage
recomrendations we are aimng for. So that's
what we're trying, however inartfully, to
capt ure.

DR. KANG Part of the problemw th the
tone of this paragraph is it assunes that all
Medi care coverage decisions are for the general
popul ation. W are now -- practically all of our
coverage decisions are limted in sone way, have
exclusion criteria or inclusion criteria, and a

| ot of tines we do it for the study popul ation.
That is sonething, quite frankly, that's been
new.

So | really think the issue here is is
it a statistically valid study population -- then
a request is for that study population. And we
shoul d cover for that study population. And if
it so happens we only have three beneficiaries,
that's okay. |It's still covered for those three
beneficiaries. That's nore or |ess what we were
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trying to get to.

DR. GARBER  Well, Jeff, | guess you
correctly guess that my concern is the last part
of this.

DR. KANG That's correct.

DR. GARBER And the problemis
probably semantic, but as | read this revision,
it could be applicable to a broader popul ation,
but it doesn't necessarily nean it coul d pass
that criterion and still not necessarily be
applicable to any defined popul ati on of Medicare
beneficiaries. So the original |anguage -- |
mean | conpletely agree with the intent of this
and with the rest of it, but the original
| anguage, just to rem nd people, is if the study

popul ation in the available trials is not the
same as the general popul ation of Medicare
beneficiaries who woul d be candi dates to receive
the intervention, the panel nust state whether
the results of the trials apply to typical

Medi care patients and explain its reasoning.

And that | anguage was really saying
does this generalize to the rel evant popul ati on
of beneficiaries? And |I'mnot sure the | anguage
t hat you proposed at the end actually gets at
that. So | would propose sonething |ike an
anendnment to the original |anguage for the | ast
part, and instead of saying typical Medicare
patients, maybe two defined popul ati ons of
Medi care beneficiaries so you cover ESRD,

di sabl ed et cetera.

DR. BROOK: Can | suggest changi ng
br oader population to the results of the trial
applicable to any group of patients covered by
Medi care? So that would then all ow you total
flexibility since we're witing this for
Medi car e.

M5. RICHNER: Results in the study too
rather than trials.

DR. BROOK: The results of the trials

are applicable to any popul ati on covered by



Medi care or can be applied to any popul ation
covered by Medicare. Define what the Medicare
popul ation is and explain its reasoni ngs why or
what part of the Medicare population it applies
to and explain its reasoni ngs why.

DR. KANG I'mnot sure that gets it.
|"mokay with it.
DR. GARBER | |ike nmy wording better,

whi ch is defined popul ati ons of Medicare
beneficiaries so you can say this is effective
for ESRD beneficiaries, and this is effective for
el derly Medicare beneficiaries, and this is for

t he di sabled. But the point is that the panel
shoul d explicitly say which popul ati on of
beneficiaries if any they believe the results of
these trials apply to.

DR. SOX: Alan, are you proposing we go
back to the wording of that |ast sentence?

DR. KANG Alan, |I'mnot sure |
understand that because we actually -- our
coverage decisions are now running like this is
effective for ESRD patients who don't have heart
failure or whatever it is.

DR. GARBER That's what we're saying,

t hat the panel should say what the trials apply
to, sonme population like that. Now, you could
tell us |ook, we'll decide. W don't want the
panels to get in the business of determ ning

whet her the trials apply to popul ati ons of
beneficiaries. | think you' d be better off using
panels to try and eval uate the evidence and see
whet her they think they can extrapolate fromthe
trials to sonme population of interest to

Medi car e.

DR. FRANCIS: Wiy don't we just change
the | ast sentence to say to populations or to
groups covered by Medicare, define what those
groups are, and explain the reason why.

DR. GARBER  Coul d you say the exact
wor ds?

DR. FRANCIS: Believe the results of
the trials are applicable to sone groups covered
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by Medi care, define what those groups are and
explain its reasons why.
DR. BROCOK: Define it in clinical terns
i f you want to.
DR GARBER: No. | think that's fine.
DR. BERGTHOLD: Does that all ow
Medi care to make, sort of, fine, sort of,

di stinctions within those popul ati ons though?
Because that al nost sounds like if you're an ESRD
person, you get this treatnment even if you do
have heart failure or whatever. No? That
doesn't nean that?

DR. BROOK:  No.

DR. KANG  No.

M5. RICHNER:. The other question |
woul d have here about define it in terns of just
trials, wouldn't you want to nmake it a little
broader in terns of studies? Because the whole
part before was describing we're going to be
| ooking at | ots of different kinds of evidence,
so therefore we don't want to limt ourselves to
trials here.

DR. KANG | was concerned this study
has to be statistically -- so you could say --

M5. RICHNER: Well, yes, but that's
covered in the part before.

DR. KANG  Ckay.

DR, HILL: | don't think you neant,
Leslie, to say that if the requester is asking,

t he panel should state. That first phrase is in
the alternative. You only nean if they agree.

DR. FRANCI S: Right.

DR, HILL: So you state whether or not
t hey believe.

DR. FRANCI S: \Wet her they believe.

DR, HILL: This way it's grammtically,
I f the requester asks, that they are being
requested by you to state that they believe.

DR. FRANCIS: No. They should state
whet her they believe.

DR. FERGUSON. | have a question. |Is



it true that the sentence that says the study
popul ation results may or may not be

generalized -- wait a mnute. |If the requester
Is asking for, or the panel is advising,
coverage, is HCFA confortable wth our panel's
advi sing coverage? Are coverage questions going
to be asked specifically?

DR. HLL: W' ve answered that as we've
gone along and repeatedly said that we understand
we have the responsibility for deciding coverage.
So | take that to nean if you want to clean that
| anguage up, |'d be grateful, but | don't want to
sl ow you down.

DR. FERGUSON: Safe and effective or
sonme ot her words.

DR. KANG See, this is tough because

by our federal register notice we are asking the
requester to specify the population that they're
seeki ng coverage for. W get that with varying
degrees of success.

Maybe one of the ways we do that is to
clean that up and really demand, before it gets
to the panel, that they are very clear about what
popul ation they're looking for. Then the panel's
decision is whether or not the evidence supports
t hat .

The only thing that we get into
somewhat of a problemis if it doesn't support
it, then there's the question of well, what would
it support?

DR. FERGUSON: But advi sing coverage
and advi sing that the evidence supports coverage
m ght be --

DR, HILL: My | suggest if the
requester is asking for coverage or the panel
concl udes that nedical benefit can be --

DR. SOX: 1'd like to suggest -- |
t hi nk we know what we're going to say here.

Rat her than try to wordsmith this thing in
detail, 1'd like to suggest that we take it down
and sonebody work on sone | anguage that doesn't
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have us reconmendi ng coverage, but still allows

t he requester to request coverage. | think we
know what we want to say.

DR. KANG | think, John, advising
support for wll be okay. Let's just get it over
Wit h.

M5. RICHNER: And the other part about
trials versus studies.

DR. KANG W took care of that.

DR. BERGTHOLD: It doesn't apply
above.

MS. RICHNER: That sentence,
historically many controlled trials
unfortunately --

DR. GARBER: Yeah. But that's true.
It's nuch npore conmon trials and observati onal
studies to --

M5. RICHNER. Okay. | see what you're
sayi ng.

DR. KANG That's correct. That's the
ages within our society.

DR SOX: I'dlike to turn it over to a
wordsmith to clean it up a little bit and nmake
sure we're happy with the wording. Wo would
li ke to volunteer to be the wordsnmth? Ron?

DR. KANG | want to nake sure you're
okay with it. | don't think this violates your
original intent.

DR. GARBER | think it's probably
fine. It's certainly not worth struggling over.

DR. SOX: Ckay. Let's nove on. W'l
give this to Ron, he'll work on it, and we'll

nove on to issues of external validity also apply
to the intervention. Any objections or
clarifications required here?

M5. RICHNER: This paragraph we al so
di scussed at lunch briefly. One of the issues
here -- and | don't know if this exanple is the
appropriate exanple in here. | nean | guess we
can go ahead and use it, but |I'm concerned about
the interpretation of this. Certainly, once
again, the technology, this skill of the surgeon
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over tine inproves, and the outcones associ at ed
with time inprove as well. But once again, this

is an exanple of external validity.
DR. SOX: Gets over the concept | think.
M5. RICHNER: Yeah, | think we're

okay.
DR. SOX: Any ot her questions about

this one?

DR. SMTH. | guess now that we have
somewhat tal ked about the elderly and nonel derly
and di sabled, | guess ny concern is | read where
you have |i ke denographics. Have we | ost or does
t hat enconpass let's say racial and ethnic
i nclusions or should there be, can there be, sone
consi deration given to that particul ar area?

DR. SOX: Are you tal king about --

DR. KANG She's tal king about the

previ ous.

DR. SOX: -- the previous paragraph?

DR. SMTH. The previous one. | nean
it seens as if it's getting |ost.

DR. KANG Yeah. | think the reason
why -- and I'mnot sure |'"'maware of a trial with
raci al exclusion, but | could be conpletely wong
on this. But | would not have any problens, |

don't think, adding racial inclusion to the
extent that it occurs.

DR, SMTH. | thought about it. It nay
even be sonething that could be stated in the
preface rather than just in one specific area,
and then that automatically would speak to it
Wi th sonme consi stency throughout the docunent.

DR. KANG Actually this would be the

place to deal with it | think.

DR. SOX: W need specific wording
suggestions. Daisy, do you want to take a | ook
at this paragraph after Ron gets done with it and
suggest sone | anguage? Not all of us conpletely
under st and.

DR. SMTH. So when you have concerns,
you just keep quiet, right?



DR. SOX: No. W need sonething to
| ook at so we know whether we like it or not.

DR. HOLOHAN:. Just as an editori al
comrent, the best exanple | can think of recently
of atrial that was dramatically racially
| mbal anced are the studies of -- and hepatitis C
patients. The patients tested do not represent
t he popul ation of patients with hepatitic Cin
the United States today.

DR. KANG So then probably we shoul d
add it along, and that woul d be the easiest way
to deal with it.

DR. GARBER  Just to namke maybe a
substantive point because there will be a | ot of
i nterested parties here, we don't intend to inply
t hat every study has to have adequate sanple
si zes of various ethnic groups and so on to draw

concl usions. Just the panel needs to decide
whet her they think the results of the studies
apply to those populations. W don't want to
send a nessage gee, you're going to have to have
an adequat e nunber of Hi spanics, adequate nunber
of Asian Anericans and so on. That would be

| mpossi bl e.

M5. RRCHNER: As a matter of fact,
there's one nore point | wanted to nake about
this, and that's foreign data. | don't know how
you' re going to address that, but certainly there
are many studies that are done outside the U. S.
And how does that apply to Medicare popul ati ons?
And in turn, we run across this all the tine.
The FDA now accepts foreign data. So that is
going to be an issue associated with this as
wel | .

DR. KANG By this |anguage we're not
excluding foreign. This |anguage says if it's
foreign, then say that | believe this is
generali zable to the Anerican popul ation for
t hese reasons.

M5. RICHNER: As long as we're tal king
about net hodol ogy and study design, et cetera,
and evi dence.



DR. HOLOHAN: The issue is can the
panel s extrapol ate?

DR. FRANCIS: One of the things that
was very striking about the nyel oma di scussions
was that although the incidence of the disease is
much hi gher in African-Anericans, the actual
apparent access to the therapy in the testinony
of the patients, who were all white, there were
obvi ous issues of access that underlay the whole
di scussion, and | wonder whether there's a way to
go back to the preface and put in sonething about
equity and the inportance of equity in the
cover age process.

DR. SOX: Is that sonething that we
could deal with after today and still operate
as --

DR KANG W can.

DR. SOX: | want to nobve on now to Size
of Health Effect. Any problens with the way that
s stated?

DR. FRANCIS: | have a clarification
and a question. The clarificationis | want to
be sure that category 2, nore effective --

DR. SOX: You're getting ahead of us.
W' re goi ng paragraph by paragraph. First, just

the stuff that's in boldface. Any problens with
that? John?

DR. FERGUSON: Must we have nust
I nstead of shoul d?

DR. GARBER  Yeah. Because | think
we're saying there's going to be a standardized
way of reporting. Each panel reports the
evidence into these sane set of seven categories.
And if there's any reason these seven categories
aren't right, we should probably change the
categories now rather than saying shoul d.

M5. RICHNER: Well, there was a
suggestion by the audi ence for an additional
category that was fromone of the letters. Not
only that, | remenber in our conference call that
we had Davi d Eddy suggested that there were
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perhaps 15 different categories. So | think we
do have to think carefully.

DR. FERGUSON. | w thdraw nmy comrent
because | think what you're saying is the
conparison is the nust, and that's clear.

DR. SOX: Ckay. So we've dealt with
the stuff in boldface. Now let's go on to the
first part of the comment, just that first couple
of sentences. Then we'll go through the seven

categories. No problens? Then let's go to the
seven categori es.

|'"d li ke to suggest that nodifying
t hese may be the sort of thing that we do after
we have a chance to use thema little bit, and we
may find that these categories need to be
expanded in order to deal with circunstances that

will come up only when we actually do a study and
try to classify its effect size and find we
really can't do it properly. It nmay work better

than trying to wordsmith these categories or at
| east change significantly the categories right
now. John?

DR. FERGUSON: Just a comment. And |I'm
sort of asking this. One of the advantages m ght
be cost, sonething would cost |ess. And maybe we
shouldn't put that in there, but it's certainly
sonet hing that | would hope we sonetines are
presented with as an advantage. |Is that a no
no? Can we |list that as an exanpl e?

DR. SOX: Basically it's a no no.

DR. KANG For the tine being.

DR. FRANCIS: Can | just ask you about
category 2? Does that include small benefits for
| ots of people as well as relatively significant

benefits for small nunbers, but we don't know how
to sort those out into identifiable subsets?
DR. SOX: Alan, do you want to respond?
DR. GARBER  The question conmes down to
whet her they are prospectively identifiable
categori es of people who get substantial benefit.
If they are identifiable, | would have



interpreted this to nmean they go in category 1
and category 2 for the other groups. And if they
aren't identifiable, it's irrelevant. There's

al ways sonme people who will benefit, but you
don't have any way to sort them You just have
to go with the average benefit.

So the question is can you identify a
category with greater benefit? Cbviously if you
give an intervention that's slightly better, what
that usually neans is that there's sone people
| i ke you're neasuring nortality, nore people
live, but you don't know for sure who's who.
That's what subgroup anal ysis --

So the other just quick coment, the
ACP- ASI M t al ked about nore objective, but sone
di sadvantages. | think that we discussed that in
t he conference call, and that woul d have gone
into category 2. So what they're tal ki ng about

I s subdividing category 2. And the subcommttee
was trying to get the small est nunber of
categories that we thought would do a good job of
classifying people. So it's up to the Executive
Commi tt ee whet her you think that should be
expanded or not.

DR. SOX: | think we also want to get a
sense from HCFA about whet her those categories
are likely to be beneficial to themin trying to
make coverage decisions. That's certainly the
princi ple purpose of this system of categories.

DR. KANG | actually think it would
be hel pful, yeah. | nean obviously this is the
pl ace, quite frankly, where our final coverage
criteria wll interact, but at this point | think

the better strategy is to go for nore categories,
what ever we can think of, and then to the extent
that we're coll apsing categories in the future --
DR. SOX: Debbie Zarin nmade the

suggestion we've really got a three by three
matrix for everything except for the breakthrough
t echnol ogi es, which woul d basically include every
possi bl e conbi nati on of effective on the three-
poi nt scal e and advant ages, no advant ages or
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di sadvantages. So naybe we shoul d sinply use

that and then coll apse those categories if you
find they're not useful. Al an?
DR. GARBER | guess ny experience

regardi ng the technol ogi es per Blue Cross Bl ue
Shield is that the vast majority of technol ogies
have sonme advant ages and sone di sadvant ages, and
| think that we would be telling the angels how
to repent if we tried to deci de whet her or not
they were nore or |ess advantageous. | nean sone
of these technol ogi es have fewer side effects for
the initial treatnent, shorter duration of
benefit. Sone have greater conveni ence, but |ess
ef fectiveness. And sonetines they trade off one
side effect for another. So |I |ike our original
cl assification because | thought this
classification keeps us from spendi ng too nmuch

ti me pondering the inponderable.

DR KANG I'mgoing to withdraw. |'ve
run into the sane problens and gotten paral yzed
frominaction. So | like this just fine.

DR. SOX: W could in our explanation
say why we put it in a particular category and
actually list any factors that |ed us to do that,
and that m ght be nore valuable to you than the
category itself for making a judgnent.

DR KANG | think that's correct.
DR SOX: Randel ?
MS. Rl CHNER: | wanted to ask the

overall panel if anyone has any concerns about
how to identify what the established service and
nmedical itemis that you re going to be conparing
the technology to or the itemto. |Is that going
to be an issue? That's a question | have for
everyone. W' ve tal ked about that at length in
t he subcomm ttee about what an establi shed
nedi cal service or itemis and how do you
determ ne what that is. |Is that going to be an
| ssue?

DR. HOLOHAN. Can you be nore explicit
i n what you nean by how do you determ ne --
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M5. RICHNER: What's usual care, what's
usual practice. How are you going to decide that
this technology -- what are you conparing it to
for benchmarking this?

DR. HOLOHAN: You nean the term
est abl i shed services?

M5. RICHNER R ght.

DR. SOX: Oiginally we had it already
covered, and we thought that would be too
limting.

M5. RICHNER It is.

DR. KANG  Havi ng thought about this
problema lot, | would actually suggest we're not
going to be able to resolve this one today. |
t hi nk that we ought to westle with this as we go
on and refine this one. This really is a tough
guesti on.

M5. RICHNER: It's a tough question,
but | think that the tunor assay issue sort of
stens fromall of that in ternms of what is the
conparison and what is the benchmark?

DR. SOX: | wonder whether it wll vary
frominstance to instance. And part of this
series of things that you do during that first
nonth when you're trying to get the chart set up
Is to deci de what the conparison technology is
going to be.

DR. KANG This is actually why Dr.
H Il referred to sector-specific guidance
docunents. The reality is this is best addressed
by the panels al nost because this is going to
vary fromthe sector that your talking about.
Maybe we coul d indicate that the panel can at
| east in their context think about what the
conparisons ought to be. But this at this |evel

I's not a solvable problem

DR. SOX: O the panel chair in
col l aboration with HCFA staff is setting up the
charts. So | think Jeff has withdrawn his
proposal that we expand the nunber of categories,
and we can probably take that matrix down for
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now. So we're still at 7, and we're going to
stay with established.

Are there any other comments about the
categori es before we nove on?

Hearing none, we'll nove on to
Suggestions for Panel Qperations. The first one
I s Expl anation, A panel nust explain its
conclusions in witing. | think the basic reason
for this, the rationale is pretty clear, probably
not likely to cause much push back, but maybe the
I npl enmentation is an issue.

DR. FERGUSON: A comment, and |'m not
sure how the wordi ng needs to be changed, but the
panel's conclusions wll still be established by
voting; is that correct?

DR. SOX: That's correct.

DR. FERGUSON. Those who oppose a
notion are supposed to say why. Those who vote
yes, they presumably don't have to do that; is

that correct, don't have to say why they're
voting yes?

M5. LAPPALAI NEN. Right. The
I ndi vi dual panel chair has the discretion at each
panel neeting to go round robin after the vote is
taken. Generally a no will invoke a question of
why you said no in order to make sure that any
mnority response gets to the record. And the
other is, of course, the ngjority of the vote.

But this does not preclude the nenbers from
expressing their opinion or even a dissension in
writing.

DR. FERGUSON. Ckay. So then the panel
chair is responsible for summari zi ng the thought
that went into the yes or no votes | guess.

And again, it's a conmmobn question, how
to handle it. Maybe in case the panel chair, who
does not vote unless there's a tie, would be
responsi ble for witing this conclusion, and I
m ght di sagree with the concl usion, which has
al ready happened once --

DR. SOX: It's the panel chair's
responsibility to wite the concl usion that
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reflects the majority regardl ess of his or her
own preference.

DR. KANG O, John, you could del egate
to a mjority. | nmean it's really at your
di scretion.

DR. SOX: | would hope that panel chair
Is capable of witing a strong piece on sonething
they disagree with. That's part of the job.

DR. DAVIS: | wanted to propose a
change on this | ast sentence which picks up on
this issue we're discussing. | wanted to suggest

that we change it as follows. The panel chair is
responsi ble for drafting the explanation of the
panel 's concl usi ons, which should be circul ated
to panel nenbers for their coments and/or
approval. | just don't think it should be solely
in the hands of the chair w thout the opportunity
of the panel nenbers to see it.

DR. SOX: Sharon, did you want to say
sonet hi ng?

M5. LAPPALAINEN. | just wanted to
clarify sonething. A summary of what happened at
t he panel neeting is required by the Federal
Advi sory Commttee Act. That sunmary is
certified to by the executive secretary and the

panel chair. That is a |egal requirenent that we
will continue to do, and this is in addition to
t hat .

DR. SOX: Al an?

DR. GARBER Well, | think Ron's
suggestion kind of comes down to what this report
of the conclusions is supposed to be in, and |
guess in the course of our subcommttee's
deli berations | had in mnd saying it's going to
be much nore rapid, sonething |ike a one-page
docunent that is approved at the tine of the

meet i ng.

| think we have to be very sensitive to
t he ways that we m ght unintentionally create in
this process, and | thought we should be brief
and very rapid in summarizing the results of the



. 00199

O~ wWNBEF

neeting so that the panel can in real tine
approve the chairman's sunmary of the concl usions
and the reasoning for the concl usions.

| think in npbst cases this is only a
summary. It does not have to be an exhaustive
revi ew of what happened at the neeting because
after all, transcripts will be avail able and the
ot her materials that Sharon was tal ki ng about.
So | had in mnd sonething |ike a one-page report
that is done at the neeting and w apped up.

M5. RICHNER: But that's not clear.

DR GARBER | agree. So | guess Ron
has a nuch clearer way of stating the one nodel,
which is a | onger process, but ny intent had been
we do sonething in real tine.

DR. SOX: | like Ron's approach better
because | think it's very difficult to wite a
one-pager that is really good on the fly. Maybe
you can, Al an, but nost of us can't.

And the alternative would be to require
t he panel chair to wite it, get it out for
coment, and if you don't hear from sonebody in
48 hours, then you would assune to send and have
a requirenent basically that it be back in HCFA s
hand in a week. That would give a little bit
nore tinme to advise carefully and woul d give an
opportunity for thoughtful review of what's been
witten. And | would think of it not so nmuch as
approval, but comment. And ultimately it's the
responsibility of the chair to, in a just and
fair way, take into account coments. So that's,
| guess, nore an attenpt to telescope it out in
the interest of clarity.

DR. GARBER Can | make a proposal that
we approach with discretion and coll ect sone
experience? Because it sounds |ike we're

pl anni ng to adopt different approaches.

DR. SOX: But | think we ought to have
a sense of the group. Sonething ought to be back
in HCFA's hands in ten days.

M5. RRCHNER: It went from 48 hours to



seven days to ten days. That's too |ong.

DR. SOX: Does a week seem reasonabl e
to get this done?

DR. GARBER M concern is that there
are discrepancies in the cooments. There's no
problemif the only differences are points of
clarification where there's no disagreenent. But
as we've seen in sone of these issues, there can
be consi derabl e disagreenent. And if you as the
panel have to adjudicate between two nenbers that
say directly contradictory things, it's very hard
to resolve that w thout having a conference cal
or face-to-face neeting. And | assune things
really have to be public.

MS. LAPPALAI NEN: Presumably that would
fall under an operational aspect because we had
the public neeting, and the public transcripts
are available. The putting together of this
docunent woul d be operational, so we could have
anot her neeting to tal k about the route.

DR. KANG | actually have to agree
with Alan. Wile |'"'msensitive to actually
Dai sy's concerns, we do want to try and nmake sure
t hat the process does not slow down. | think
forcing a summary at the end actually forces
peopl e to agree on what they can agree on and
di sagree on what they can di sagree on and
actually get it up there. The transcripts are
avai l able to HCFA and its staff, and the whol e
ri chness of the discussion is available. And
quite frankly, we would factor that in and | ook
at that also and | ook at the sunmaries together.
So | think forcing the sunmary before you go hone
Is the way to go.

DR. SOX: Any ot her coments?

DR. BROOK: | can tell you what's going
to happen here. People will reach agreenent and
have very different reasons why they got there.
And the chair will only figure out what he
t hought he heard, and it will not be what each of
t he individual panel nenbers voted yes or the
maj ority opinion agreed. So we are stuck with
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either the panel chair trying to summarize the
evi dence saying they voted already and to
summari ze the reason for it or to ask each nenber

of the panel before they go hone to wite a
one-pager in support of their position, which
t hen woul d be the summary.

| nstead of having this long transcript,
you coul d have a situation where the panel chair
IS not responsible for summary, but each person
who votes is responsible for defending their vote
yes or no, and therefore, that would be part of
t he evidence that goes with the vote. And nobody
woul d try to reconcile that this person believed
this because he |iked that study, and this person
bel i eved this because that person wore a green
tie, and this person believed this because they
were tuned out and daydreamn ng.

| nmean it would notivate each paneli st
to pay a little bit nore attention -- | think
everyone woul d anyway -- but to pay a little nore
attention to the process if they knew at the end

of it they would have to justify their vote.

So | would change this to say that not
only would this thing be voted on, but each
panelist is responsible for explaining in witing
at the panel's conclusion their individual vote.

DR. BERGTHOLD: There are seven
guestions sonetines or ten to answer, Bob, and

that means that's a lot of stuff to wite.
M5. RICHNER: |'mthinking of the FDA
advi sory panel process. | nean it's been awhile

since |I've been there, but you decide that day,
and you give your vote, and you say your
expl anation as to why you gave your vote, and
it's on the transcripts, everybody knows it, you
can use that data |l ater on, and you don't |eave
that roomuntil that's finished.

Sharon, correct me, but that's what |
remenber .

M5. LAPPALAINEN. You're right. The
FDA process is as follows. Any primary reviewers



14
15
16
17
18
19
20
21
22
23
24
25

. 00203

that are assigned to review prior to the panel
neeting, those witten reconmendati ons are part
of the admnnistrative file for the particul ar
matter in front of the conmttee. At the

advi sory commttee transcripts are taken,
summaries are witten and certified to.

Panelists will often think about what happened at
t he panel, and subsequent to the panel neeting,
will send to FDA in witing, if they feel
conpelled to do so, or if they feel that they had
a mnority opinion that was not properly brought
forward. Those things that are in witing are

al so part of the administrative record of what
happened at the panel.

DR. SOX: Qur goals here, | think, are
twofold, nostly to serve HCFA s needs, and
secondly, to turn out a product that you can
understand and reads well. And it seens to ne
t hat goi ng around the room and expl ai ni ng your
vote really deals with Bob's issue, puts that on
the record for HCFA to | ook at and say whoa,
actually this person has a point, we'll do it
this way instead of that way. So | think it
deals pretty well with that issue.

I"'mstill, frankly, troubled, Jeff,
wi th whether you're going to get the really good
prose that you want to put on the Internet from
trying to do it at the end of a |long afternoon,
but we'll try it and see how it goes the best.

DR. KANG Sharon, I'mnot famliar
with the FDA process. On the FDA panels do they
actually try to do what Alan is suggesting with
t he one page?

M5. LAPPALAINEN. Well, if I can have a
| ong response, the FDA asks particul ar questions
regardi ng particular nmatters that cone in front
of the coomttee, and the panelists generally go

round robin on those questions during the open
commttee deliberation. However, the vote for
ei ther prenmarket approval in the device world or
new drug application in the drug world or



| i censing application in the biologics world is

actually approved. And the panel has three

choi ces, to approve, to approve upon a condition
or to not approve. And so the ultimte vote is

really only on that issue and not the individual
guesti ons.

DR. SOX: Bob?

DR. MJURRAY: |'ma bit concerned about
trying to do it too quickly or in too frank a
fashion. Several points.

Nunmber one, if the purpose is to forma
body of case law, then it has to be reasoned and
organi zed, and | think doing it on a very short
deadl i ne before you leave in the afternoon woul d
not serve that purpose.

Secondly, | don't think it would serve
t he purpose of giving a concise, |ogical docunent
to be used by other commttees, by other panels
or by the sanme panel subsequently, if instead of
a single docunent, you had 10 or 15 separate
opi ni ons each scribbled hastily.

And thirdly, if I were assigned to
wite the summary, | would like to | ook at the
transcript because | would not want ny summary,
the words | use in ny sumary, to conme back to
haunt ne if at a |ater neeting sonebody had the
transcript and were able to argue that | did not
accurately sunmari ze the expressions or the
reasons for the vote.

So | think that for the purposes that
we're intending this sunmary to serve, we're
sinply going to have to live with a |longer tine
line, that it will have to be a week or nore than
a week, at least until the transcript is
avai |l abl e, so that we can have the docunent that
will neet the needs that we' ve set forth.

DR HILL: For our purposes, we're
going to have to take sone responsibility in the
guestions that we ask the panel because what we
need nore than why you voted |like you did is what
your scientific reasoning is. So the points at
whi ch there's consensus of the panel and the
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recomrendations, that's going to be nost hel pful
to us, not so much the details of the dissent,
but the whys. And | think we can get at that

Wi th the questions.

So Sharon's two-step process, we can go
ahead and fulfill our obligations under the
federal lawwith a summary. And do you want to
set atinme frame today for how | ong you expect
the panel to turn it around?

And one | ast question, if | may. My I
take it that the Executive Conmttee is telling
the panels that if the chairman of the panel
di sagrees as an individual with the findings of
his or her panel, that they are tasked with
witing or cooperating in the witing of the
summary in the nost favorabl e possible way
against their own call, but in keeping with their
panel's decision, rather than del egating?

DR. SOX: Wwell, that was ny opinion,
but others may disagree. | just think we're
prof essional s, and we ought to be able to do
t hat .

Jeff, can you give us a signal? Your
voi ce i s saying, and your face is saying, you're
not sure whether a week or the sane day is really
going to serve us well.

DR. KANG |'mnot sure | understand
t he recommendation that's on the table or on the
fl oor or whatever. | guess what |I'mhearing is a

summary that discharges our responsibility under
FACA, but then a formal, kind of, nore thought-
out, well-reasoned docunent followng it?

DR. SOX: Maybe we can do two things.

DR, HILL: 1|'msuggesting that in nost
cases | think we're going to be able to go ahead
and use the conmttee's reconmendati ons on the
basis of the prelimnary thing, and if people
want to get their statenent on the record for the
record, to further the record later on, | don't
think we're going to have to wait.

DR, HOLOHAN:. | think you' ve just
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confused nme. You can nake your decision on the
basis of want while waiting for a nore fornal
expl anation, which nakes it seemlike the
explanation is ipso facto redundant.

DR. HILL: No, sir. I'msorry. |
didn't nean to say that. Thank you for pointing
that out. | nean to suggest that we can begin
t he process of working with the results of the
panel's findings, getting it into a formthat we
can use. W don't sit down the next day and say
okay, that was it, here's the decision, and issue
it. We' ve got to go through sonme nore work with
it ourselves. So if you take ten days, it's not

going to slow us down. W're going to begin our
wor k right away.

DR. BROOK: Can | just nake a
suggestion here? W have three things on the
table. Maybe we're just going too far. There's
to be a vote at the end of this. There's this
transcript. Sharon said that HCFA has to wite a
summary of it. Maybe we just ought to | eave it
at that and all ow panelists the opportunity to
submt within a couple of days any justification
for their vote, if they so choose. And then we
get away fromthe chair having to sumari ze
opi ni on wi thout voting and doing all this kind of
stuff. But basically that they will have a vote
on the issue.

They're already going to have a sumary
of the transcript that HCFA has to prepare and
whi ch presunmably is going to be done technically
conpetently. That will leave us with only the
option that a panelist could offer, if they would
like to explain their vote in witing, they could
do it or not do it.

DR. SOX: The problemw th leaving it
as an option is that --

DR. BROOK: Then you cone back to the

answer that you require each -- | don't see how
you can avoid requiring each panelist within a
reasonable tinme period -- doesn't affect the



vote -- to add anything el se they want to add to
the record. That's what you're asking themto do.

DR. SOX: | think giving each panel
menber the opportunity or the obligation to say
why they voted is going to help HCFAto --

DR. BROOK: So the panelists either
orally or inwiting wll be given the
opportunity, both orally or in witing, to
i ndi cate why they voted on a particul ar issue.
And that discharges their responsibility. And
t he panel chair's responsibility is to arrive at
a vote on this subject, not to wite the sunmary.
And it's HCFA's responsibility, going over the
transcript under whatever this lawis, to
basically wite the summary. And then we don't
have a | ot of redundancy.

And | don't think any chair, believe it
or not, is going to spend the next two days after
getting the transcript reading the -- it takes
two days to read it, right -- to read through the
transcript to summarize it while HCFA is doing
the sanme thing. That doesn't seemto nake a | ot

of sense.

DR. SOX: Al an?

DR. GARBER Well, | want a stab at
this. | think a lot of this discussion is based
on sonme unstated assunptions maybe | don't
share. | think unlike the two panels that net

al ready, the way the future recomrendations in
this report are inplenented, it will be a highly
structured evidence review. The issues the panel

will have to deal with will be very sharply
focused. The staff has done its job in preparing
t hese reports. And it will boil down to a
limted nunber of issues that the panel will have

t o make deci sions about.

And frankly, | don't think it's that
difficult to wite a brief summary in real tine
that tal ks about those issues. It does not nean
that you redo the work of HCFA staff as part of
the report. And | have the sense that people are
t al ki ng about a very extensive redredging of the
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i nformati on and the argunents and so on, and |
woul d suspect that will al nbst never be necessary
I f a good evidence report structured on the

gui delines that this docunent states is
avai | abl e.

| think this is actually pretty
sinple. W're tal king about what m ght anount to
a handful of bullet points, to summarize it. And
| think a | onger report, given all the other
materials will be issued, is not going to be
particul arly useful.

DR. SOX: Maybe what we should do is to
require a brief summary and then leave it up to
the chair, if he or she wishes, to wite
sonet hi ng that woul d be sonmewhat | onger, that
woul d be literate, logical and so forth, and then
j ust see what happens, what feels right once he
or she has sone experience with that.

DR. HOLOHAN. One of the purposes of
this is to get uniformty and consistency, and it
sounds like we're now drifting away fromthat
agai n.

DR. SOX: But on the other hand, we're
in a node of trying to learn by doing. And if we
have an understanding that we're going to reach
sone final decision on this in a year, then we
can have our cake and eat it too.

DR. MAVES: | actually support Bob's
opinion on this. And I think if you do want to
wite a summary, if the chair wants to do it, |

think it would be fine as long as it was
cont enpor aneousl y done, as Al an has i ndi cat ed.
|'d be very concerned about a report witten a
day or two after. You sort of go honme on the
ai rpl ane, you think about this, you do the
I nevi tabl e Monday- nor ni ng quarterbacki ng, and the
report that Sharon wites and the report that the
chair wites nay have a little different spin or
alittle different angle. Not nuch. But that
could be very, very inportant as tine goes on.

So | agree with Bob. | think we've got



12 two or three sort of sunmaries. You have a

13 transcript. You have a HCFA-put-together sunmary
14 of the neeting. You have the testinony of the

15 individual panel nenbers as they give their votes
16 on each one of these things. | think that record
17 should stand as is, and | think to do otherw se,
18 except for perhaps a contenporaneously witten

19 docunent by the chair that's there, that we can
20 see, that we can look at just like this, | would
21 be very, very concerned about both panel nenbers
22 and the chair witing sonething after the fact

23 that would potentially cause us nore probl ens

24 than fix them

25 DR. SOX: It's pretty clear we're not

1 going to reach a consensus on this, so | think we
2 should have a notion and have a vote and nove

3 on. Anybody want to nmake a notion so we can get
4 off this one? M ke, please.

5 DR. MAVES: | would nove that the

6 deliberative process that we use consists of the
7 transcript, which is already being done by HCFA,
8 the summary, which wll be prepared by HCFA

9 staff, the oral comments of the panel nenbers as
10 they testify, and that those three pieces of

11 evidence suffice as the work product of the

12 paneli sts.

13 DR. JOHNSON:. Second.

14 DR. SOX: Any discussion of that notion?
15 DR. KANG | have a nodification.

16 DR. SOX: Please. A friendly anmendnent?
17 DR. KANG A friendly anmendnent. |

18 think what we want here is a summary, we want the
19 transcript, and then we want the opportunity for
20 dissent or whatever, which could always occur
21 later.
22 The summary coul d be done either way.
23 | would suggest it could either be a HCFA-done
24 with, as | understand, FACA, with agreenent with
25 the chair, or they can go ahead and do it right
. 00214

1 there and leave it up to the panel to figure it
2 out. But the end result is the summary, either



HCFA- done, with approval of the chair, or Al an,
ki nd of contenporaneously wth whoever is doing
it right there at the panel, the transcript, and
then finally an opportunity for witten further
di ssent, comments or whatever.

DR. DAVIS: And a vote tally.

DR. KANG And a vote tally.

DR. SOX: Mchael, is that acceptabl e?

DR. MAVES: |'Il accept that.

DR. SOX: Ckay. Do we second it? Any
ot her coment s?

DR. FERGUSON: Wait a second. So | et
me understand this. So this summary then,

i nstead of being witten by the chair, will be
either witten by HCFA and/or with the chair's
| nput ?

DR. KANG The way FACA runs is by HCFA
wi th approval of the chair. So essentially the
chair is delegated to represent the whole
commttee, or in fact, given the tone and
everything, they can just go ahead and wite it
right there.

DR. FERGUSON: Done at the end of the

neeting so that it's seen by all those present at
the neeting; is that correct?

DR. KANG Right. Either one. Upto
the chair. Either way woul d be acceptabl e.

DR. SOX: It wouldn't have to be done
at the neeting.

DR. KANG Right.

DR. FERGUSON: So that this third thing
on our proposal here is sort of nixed at this
point? 3. Explanation: A panel nust explain
its conclusions in witing. W' re now doing
this --

DR. SOX: We've now operationalized
that. W probably should add this to the
docunent, add Mke's notion to the end of this
just to make it operational.

DR. FERGUSON. The transcript is done
anyway. That's a given.

DR. KANG Right.
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DR. SOX: Ready to vote? Bob?

DR. MURRAY: | would just |ike to nmake
a conmment. I'minclined to vote against the
notion. The reason is that when we had our
executive neeting in Decenber, | believe we got

all of the docunents that were di scussed. W had

t he HCFA summary of what had happened at the
previ ous two panel neetings, and we had
vol um nous information. But in all of that, what
| found nost valuable was Tom's summary of his
view. And what | hear happening is that we woul d
not ordinarily get that unless sonebody |ike Tom
chose to do that.

| would rather see a reasoned sunmary
done after the fact because that woul d nmake our
j ob as an Executive Conmmttee nuch easier and I
think nore effective.

DR. SOX: O her conments?

DR. BROOK: There are two ways of
witing a summary. You've now recalled ny
menory. | believe the HCFA sunmary was day one
began with this. These people testified. That's
not a summary.

When Sharon said that HCFA is required
to wite a summary, | understood that to be an
executive summary of the 400 pages |like the chair
did up to now, which says here's the evidence,
here's the maj or evidence di scussed, here's the
opi nions, and here's the results, and that the
panel would actually | ook at this 20-page
executive summary of these 400 pages of nmteri al

or maybe 30 pages of these 400 pages and have
that kind of a docunent. But if that's not the
case, then sonebody has to wite that docunent.
MS. LAPPALAI NEN: But the summary nust
refl ect the agenda and what happened that day, so
the construction of the |ast three sunmari es,
whi ch shoul d have been available -- as a matter
of fact, we have one as a public handout now --
foll owed the agenda of Decenber 8th.
DR. BROOK: But it didn't have any



summary of the issues. It did not have anyt hing
that said the scientific evidence was presented.
The panelists basically |ooked at it. The
scientific consisted of this kind of information.
In other words, it wasn't a contents summary. It
was a process sunmary.

And | agree with you. Sonebody shoul d
wite for the record a 20-page or so contents
summary of this volum nous anount of nateri al
that only a very few people are going to read.

DR. GARBER That's the evidence
report. | think | ooking back on the |ast panel
neeting, this is a msleading -- because we w ||
have evidence reports in place. That is assum ng
that the recommendati on goes forward. So a | ot

of this would be superfluous.

DR. KANG | think that's absolutely
correct. W can't look at the |ast two neetings
as -- these are all interactive. The reality is
the first half of this discussion was setting
gui dance. |It's saying that these are the
guestions they'd have to answer. Then the fact
that -- good evidence report, this really tees up
the issues, and | think that we're | earning,
quite frankly, as we're going along, and | really
don't think that the first two will be
representative of --

DR SOX: | think we have a notion on
the table. W' ve had sone discussion. |Is there
anybody el se who would |ike to offer discussion

before we vote?

DR. FERGUSON. | guess ny discussion is
a question again. The |ast sentence here, the
panel chair is responsible for witing the
expl anation of the panel's concl usions, nodified
with what Dr. Davis did, that's different than a
summary, as Dr. Brook said. So we're not voting
on whether or not the panel chair or a designee
should wite a summary of the panel's
conclusions. W're voting on sonething el se.

DR. SOX: Wiy don't we vote on this,



and then it seens to ne that vote inplies we
ought to cross that out.

DR. KANG  How about the panel chair is
responsi ble for witing the executive sumary?

DR. SOX: But according to the notion,
apparently not approved, it could be the panel
chair or it could be HCFA staff with the panel
chair.

DR. KANG So HCFA staff or panel chair.

DR. SOX: | think we can basically
del ete that sentence and substitute the process
t hat we voted on.

DR. FERGUSON: Delete this |ast
sentence? |s that what you're saying?

DR. SOX: That would be inplied if we
vote this in. Any other questions?

DR. HOLOHAN: Can | ask for a
restatenent of the notion?

DR. SOX: Restatenent of the notion,

pl ease.

DR. MAVES: I'Il try. The notion was
t hat the operational docunents that would result
fromthe panel neetings would be -- the
transcript will be nunber one.

DR. SOX: Not quite so fast.

M5. LAPPALAI NEN:  Operati onal
docunent s.

DR. MAVES: Fromthe panel neetings
woul d be the transcript of the neeting, the
summary of the neeting -- and | think you could
put in parentheses prepared by HCFA staff -- and
t he expl anati on of each nenber's votes for the
del i berations or the questions that are asked by
f ol ks.

V5. LAPPALAINEN. Wth an opportunity
for dissension?

DR. MAVES: Wth an opportunity for
di ssensi on.

DR, DAVIS: |If I could ask a question.
|f there are seven questions posed to the panel,
then you' Il have to go around the table and get
an explanation fromevery panel nenber for each
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of the seven questions?

DR. MAVES: Yes. And I think that
mrrors the practice that goes on at the FDA, if
any of you have been out there.

M5. LAPPALAINEN: As | have it witten,
oper ati onal docunents fromthe panel neeting wll
consist of the transcripts, the sunmary that is

prepared by HCFA and signed off by the panel
chair, an explanation of each panel nenber's
votes with an opportunity for panel nenber

di ssensi on.

DR. MAVES: Yes. | want to nmake sure
ny seconder is here. Jeff, you're confortable
with that?

DR. KANG John, you were about to say
sonet hi ng.

DR. FERGUSON: |I'mnot sure that's
di fferent than what we did before. | nean we
went around and voted on each question, and we
were obliged to say why we voted agai nst
sonet hing, not really obliged for why we voted
for, and that was all captured in the transcript
and then HCFA' s summary.

DR. MAVES: The reason for this is ny
sense was that we're getting to a point where
we're going to have a third docunent, which woul d
be the chair or his designee's interpretation
bei ng done at sone point afterwards. And ny key
concern about that was that you could have two
different, if you wll, interpretations of the
same neeting. And rather than that we have this
as much as possi bl e, either contenporaneously

recorded and transcribed or as needs be done
apparently through FACA, the HCFA summary of the
neeting done as well so that we don't have
situations -- and | think we had a little bit of
that last tinme where the interpretation of the
neeting and the HCFA docunent and the chair's
recomrendation or the chair's interpretation of
the summary were two different things.

DR. SOX: | think there was one nore



conment .

DR. BROOK: | want to just be clear
about the HCFA thing. Sharon, when you wite the
HCFA summary, the last part of this is you're
going to have the up-front evidence report, then
you' re going to have the explanation of the
votes. So you're going to look at this, the two
pi eces of this stuff. Oher than the process of
t he agenda, you're going to summarize sonething
fromthe evidence report, a summary of the
evi dence report, what's avail able going in, and
t hen the common thenmes across those whatever
nunber of panel votes for each of those votes.

So if Alan said the reason | voted yes
on this was because there were six controlled
trials and seven of these, the benefit was this,

and | believe it could be extended, you're going
to | ook at how they cone across all the
i ndi vi dual panelists and then summari ze that in a
factual manner so that it would be an aggregated
factual summary across the vote. That's the key
of what woul d have to happen. It would be
factual, but the aggregate across the votes is
based on reading the transcripts.

| s that what | understand this sumrary
Is going to be? |If everyone has agreed or said
the sanme thing, it could be one page?

M5. LAPPALAI NEN. Right. The
requirenment for this notion -- and that is an
expl anation of each nenber's votes -- will be
added to the agenda as an agenda item for each
panel, and that will be included in the sunmary
If that is a required agenda item for each
panel .

DR. BROOK: There are two issues here.

You have ten peopl e each saying a paragraph of
stuff. Sonebody's going to | ook at the common
themes and wite a summary of that. That's the
key fact that has to be done. And you're going
to do that. HCFA s going to do that.

DR. SOX: And the chair is going to
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approve it.

DR. BROOK: Now, does the chair have a
right, if they're nonvoting, to actually give his
or her summary on the record when you go around?
After you' ve taken the vote, can we nodify the
process so that the chair just doesn't sit there,
let's say at the end of this or at sonme point in
this process, and say here's how | woul d have
voted or sonething |like that and here's ny
expl anation? Can that be done |egally?

M5. LAPPALAINEN. Right. Presumably
after the voting period on the agenda and the
agenda item which has been added, which is the
expl anation of the vote, this also includes at
the end of that an opportunity for the chair to
express his or her opinion after the vote.

DR. BROOK: Wiy don't we require that.
Wiy don't we state that the chair should on the
record, after the vote has been taken, explain
his or her explanation for what he woul d have
voted or she would have voted, if he had the
opportunity to vote, so that it becones part of
the record and part of the summary that you
wite.

DR. SOX: Does that sound reasonabl e?

DR. BROOK: So we don't get the problem
with the chair saying sonething | ater because he
or she never had the opportunity |ike happened
| ast tine.

DR. SOX: In just a mnute Sharon's
going to read the notion, but first, since there
has not been a notion to vote, there's still an
opportunity for people to conmment if they w sh
to. Hearing none, Sharon?

DR. HOLOHAN: | don't want to
redundantly overclarify, but the HCFA sumrary
will in fact be what's witten in this paragraph
as a -- and I'mquoting -- witten expl anati on?

DR BROOK:  Yes.

DR. HOLOHAN. Ckay.

DR. SOX: Ready to vote? And you're
going to reread it and then say who's eligible to



vote and who isn't.
MS. LAPPALAI NEN:  The notion which we

have on the table -- and we have a second |
believe -- is the operational docunents fromthe
panel neeting will be the transcripts, the HCFA

summary, including an expl anation, an expl anation
for each panel nenber's votes at the panel
nmeeting, with an opportunity of dissension. The

chair after the vote will provide their opinion.

DR. SOX: Ready to vote? Al in
favor?

DR KANG | think it's a summary of
the votes. |It's an aggregate explanation with an
opportunity for dissension. The point is it's
got to be a content summary. It's got to say we
took a vote, here was 8 to 3, and on average this
Is why it went this way.

DR. BROOK: It could say in voting yes,
that there were adequate controlled trials, three
said there was this, and two said this, but you
have to take that two paragraphs of that -- or
that two m nutes of what that person says and
wite a thoughtful summary. And we're giving the
HCFA staff the responsibility to do that with the
chair's approval, wth the chair | ooking over
that part of the transcript, which will be nuch
shorter than the bigger thing, to do that.

M5. LAPPALAINEN. The notion is
oper ati onal docunents fromthe panel neeting wll
be the transcripts, the summary that HCFA
prepares, including a sunmmary of the content and
expl anation of each nenber's votes at the
nmeeting, with an opportunity of dissension. The

chair after the vote will provide their opinion
as wel | .

For today's neeting the nenbers that
are eligible to vote on this notion are Thonas
Hol ohan, Leslie Francis, John Ferguson, Robert
Murray, Al an Garber, M chael Maves, Frank
Papat heof anis, Ron Davis, Daisy Alford-Smth, Joe
Johnson and Robert Brook.



Dr. Sox wll vote in the case of a tie
vot e.

DR. SOX: Al those who are in favor,
pl ease raise their hand and keep it up | ong
enough for Sharon to tally the vote.

DR. SOX: Two against. Abstentions?
One abstenti on.

M5. LAPPALAINEN. ['mgoing to read the
vote back. For the notion we have eight for, two
agai nst and one abstention.

DR. BERGTHOLD: Now you need a witten
expl anation of that.

DR. SOX: W now need to nbve on to
tal k about structure of the evidence provided to
t he panel .

DR. FERGUSON: W don't have to explain
our no votes here?

DR, HOLOHAN: | think you should be
free to express why.
DR. SOX: Wiy did you vote no?

DR. FERGUSON: | voted no because of
sonme confusion on ny part as to the timng of
when t hese docunents will occur. M

understanding is that the transcript doesn't
occur to be finished until a week or nore | ater.
The summary before wasn't finished at the tine of
the neeting so that we could all look at it. And
| can't imagine that sunmary occurring at the end
of the neeting in a fashion that can be seen by
all of us. So since | was not clear on when that
could occur in a way that | could conceive of, |
had to vote no.

DR. SOX: Ron, do you want to explain
your abstention?

DR. DAVIS: | thought it was confusing
and awkwardly witten, and | |iked the original
with the amendnent that | proposed.

DR. SOX: And Leslie, your no vote?

DR. FRANCIS: | would have preferred
just the requirenents in the Federal Advisory
Commttee Act and |l et panels explain it.

DR. SOX: Thank you very nuch.



DR, HOLOHAN. Could I explain why I
changed ny vote? | thought that Bob Brook really
nai |l ed down the content, and | was confortable
with that.

DR. SOX: Does anybody el se want to
explain a positive vote? Hearing no other
comments, let's nove on to nunber 4, structure of
evi dence provided to the panels.

| guess before we get into this, I'd
|like to note that we have not at this point said
what ought to go in those evidence reports. And
presumably if we approve this section, then we're
going to have to get a group to get together
perhaps to work in collaboration with HCFA to
deci de what will be the requirenents for
whoever's going to wite the evidence report. |
t hi nk maybe that woul d be better to not try to do
t hat together, but rather to do that off |ine
since it's really in the area of operations.

| f anybody di sagrees with that, 1'd
| i ke themto speak up, but that's ny take on it
given the tine.

Al an, do you think that's reasonable to
do it off |ine?

DR. BERGTHOLD: M. Chairman, it's

2: 35, and we had a break scheduled for 2:15. |
just want to check. This next thing is going to
be actually |I think conplicated, or naybe not.

M5. RI CHNER  Yes.

DR. BERGTHOLD: So | was wonderi ng
could we take our break now?

DR. SOX: W're hard at work, and we've
shown our ability to talk for quite awhile in
trying to solve sone of these operational issues.
So nmy suggestion is if there are nenbers of the
panel who need to excuse thensel ves, they shoul d
do so, but | think we ought to just work straight
on t hrough.

Ckay. So now we have nunber 4,
structure of evidence provided to the panels.

And what we're interested in hearing is -- again,



just to remnd you of objections to this as a
basis for the panel's operations or |ack of
clarity that's going to interfere with your
ability to work with your panel. And if you have
a problemwth the | anguage, we'd |ike you to
propose a change so we'l|l have sonething specific
to work on.

Wth that, I'll open the discussion.
Jeff?

DR. KANG Could I just ask a question
as to your opening question? Because | m ssed
the first MCAC neeting of executive counsel.

| actually had thought the whole
pur pose of the preceding four or five pages,
quite frankly, posed the evidence questions that
t he evidence may support needs to think about
with this, so |l was -- that was ny -- and you're
t hi nki ng now that that's not adequate?

DR. SOX: | guess for nyself, I'm
thinking that it provides the framework, but it
will be ny, for exanple, wanting to talk to the
fol ks who are running the U. S. Preventive
Services Task Force to find out what their charge
has been to the evidence-based practice, for
exanpl e, what their deliverables are, and then
nodi fy that as appropriate to neet the needs of
this group. | really think we need to define the
del i verabl es of whoever's going to provide these
reports, and those are specific.

DR. KANG Let ne suggest a strategy
because that second issue you raised is nore of a
| ogi stical issue. It's an issue as to --
what ever we want exists already or can we get it
-- I"'mkind of westling with why it would be

fund -- | know that it neets the -- but why
woul dn't we want the evidence-based report to
take the first stab at answering the questions
t hat we have posed here in the heart of the first
five pages of this docunent?

DR. SOX: W m ght have sone opini ons
based upon our expertise about what they would



actually have to do to answer those questions
operationally.

DR. KANG But there you're trying to
do deal with that in nunber 5. Whoever's working
on the evidence-based report who wanted
I nteraction with the panel nenbers back and
forth, these things could get created -- sone
i nteraction back and forth.

DR. SOX: Maybe it would be useful for
Al an, who's at |east peripherally involved in --
comrent on what sort of things go into their
report just so we have an idea of what we're
real |y tal ki ng about .

DR. GARBER | think actually if | can
go to the prior question first, | think Jeff and
Hal are tal king about this real inportant
operational issue, should the Executive Committee
give a | ot of detail about how the evidence

shoul d be structured to HCFA or shoul d HCFA staff
proceed. And ny relevant experience is actually
as chair of the ned-surg panel where we've been
goi ng over the agenda for our upcom ng neeting,
and |'ve seen the first draft of what would be an
evi dence report, and it's occurred to ne from
seeing that, which I mght add so far seens to be
very well done, that we mght want to build up
sonme experience with HCFA staff doing these

bef ore we make recomendati ons.

So | actually think that what they' ve
done so far is exactly the kind of thing that
this commttee would recommend anyway. And nmaybe
because there are sone areas that are a little
different, |ike diagnostic technol ogies, we m ght
want to gain sone experience before we the
Executive Conm ttee nmake any nore specific
reconmendat i ons.

|"mactually very synpathetic to what
Jeff has just said based on ny experience in
trying to prepare for our upcom ng neeting. That
is it may not be suitable for us at this point to
give very detailed informati on about what things
| i ke evidence tabl es should | ook |ike because
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ri ght now what they're doing for the urinary

I nconti nence studies is exactly what any EPC
woul d do.

DR. KANG Let ne add. It's
unfortunate because | don't think the first two
| ssues are representative. Reality is we can
contract out for sone of this stuff, and we can
have, whether it's the tech assessnent group over
at AHRQ or whatever, and then there's no reason
why the panel nenber can't interact with
whoever's doing that and interact in a fashion,
take a quick | ook, say no, you forgot to ask this
guestion or whatever.

| don't think we should get into the
| ogi stics of howto do this. | think we should
just stick wwth we want an evi dence-based report,
here is the list of issues and concerns we are
concerned about right now at this point, and
start working to answer those questions, and then
have nunber 5 there as an interaction to the
extent that they're things that are com ng up
that we didn't anticipate.

M5. RICHNER: One of the discussions
that we had in our conference call, if you'l
remenber correctly, was that the panels would
have an opportunity to pose the questions for the

evi dence report before they were originally
conceived. So is that still the issue? | nean
that's still going to occur then?

DR. SOX: That wi |l be nunber 5.

M5. RICHNER. My ot her probl em and
guestion once again, how does this fit? | still
don't understand how and where the evidence
report fits in this Medicare coverage process
t hat has been published. So where and howis it
triggered and where does it fit in terns of the
panel receiving it? | still don't understand
it.

DR, HILL: In that flow chart you'l
see where we have the opportunity to refer things
to the Medi care Coverage Advisory Committee when



16 we take in issues as part of the process of

17 preparing the information for that commttee

18 between the tine the intention is arrived at to
19 send sonething to the panel and an accurate

20 anmount of tine before the panel. So they can be
21 able to digest it, we either create or get sone
22 help in creating this evidence table.

23 M5. RICHNER. So the evidence reports
24 as we know take approximately six nonths to do.
25 DR. HILL: Not always. W've had
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1 indications from AHRQ that in sonme cases, nany
2 cases, they'll be able to do sonething for us a
3 little faster than that. W're working on our
4 own process internally trying to gear ourselves
5 up to be able to do those things faster.

6 | f you' re concerned about the tine

7 frame that's involved, that's not stated on

8

9

there, and it wasn't -- so this doesn't change
t hat .
10 M5. RICHNER: You see, if we have the
11 evidence reports being -- there has to be

12 sonething witten in here that when you, HCFA,
13 trigger this to MCAC, the evidence report and the
14 questions that need to go into the evidence
15 report have to be decided by the panel at that
16 particular nonent. You have to have sone
17 nmechanism for the panel to get together to say
18 these are the seven things | want the evidence
19 report to reflect, and that doesn't say that in
20 here. I'mreally grappling with this.
21 And then you have the six-nonth tine
22 period where the evidence report would be
23 prepared approximately four to six nonths. Then
24 it would cone to MCAC. W would then get the
25 evidence report and review it and have all this
. 00237
time associated with reviewing it. | nmean I'm
not tracking it with this docunent.

DR. SOX: Let me try to recall the end
of my talk this norning. HCFA decides to refer
something to MCAC. In that first nonth they work
with the chair of the appropriate panel to define

Ok, wWNPE



t he questions, and that's a process that could

i ncl ude ot her nmenbers of the panel if the chair
so designated. And they decide who's going to do
t he piece of work and perhaps on the basis of the
nature of the problem --

M5. RICHNER. Wio's they decide?

DR. SOX: The chair and HCFA.

M5. RICHNER: Decide who it's going to
be referred to?

DR. SOX: The decision about who's
going to do it -- HCFA deci sion.

M5. RICHNER. Wiether it's going to be
ACRI or AHCPR or whoever is going to --

DR HLL: O internal.

DR. SOX: And then after that sort of
nonth of prelimnary work, whoever is going to do
it gets the job, and they spend four to six
nonths doing it. They produce a report. And
t hen that goes out to the nenbers of the panel to

prepare for a neeting that will occur
approximately a nonth after the report is
conpl et ed.

M5. RICHNER: None of that is reflected
in here. You know that, right? None of those
tinmes.

DR, HLL: That's correct. As | said
earlier, we didn't state those tines.

DR. SOX: Leslie?

DR. FRANCIS: This is a clarification

guestion. As a nenber of the panel, | would want
to get copies of the studies as well as the
evi dence report, right? | don't want to just get

sonmebody's sunmary of it.

DR. GARBER  You may have 200 studi es.
Again this is patterned on well-established other
t echnol ogy eval uati on processes.

And really, Randel, your questions are
getting into point nunber 5. But anyway, the
i dea is that conbination of staff and the chair
will identify interested panel nenbers with
appropriate expertise and will involve themin
t he process of hel ping to advi se HCFA staff about
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t he scope of the evidence report or advise the
contractors or whoever it may be.

And this is intended to nake sure that
t he evidence report is the nost suitable docunent
for the panel's deliberations. That neans not
the entire panel is involved. The attenpt is to
bring in all the really interested nenbers of the
panel. And if by sonme chance that group of
people -- that is, the chair and the interested
panel is identified to assist in setting the
paraneters on the evidence review, if by chance
they really goof up and they give directions that
sonme inportant studies were neglected or the
scope of it was wong, that would cone up during
t he panel neeting. And then perhaps the panel

wi Il conclude they didn't have the evidence they
needed.

But generally speaking, this kind of
system wor ks where you get all the interested

parties to give input early in the process, and
you don't have to go through actually conveni ng
two panel neetings, one to set up the evidence
report and another to evaluate it.

DR. SOX: Leslie?

DR. FRANCIS: |I'mnot asking for two
panel neetings. | just would not feel, as a
panel nenber, that | was in a position to

eval uate the evidence unless | both had the
studi es on which the evidence report is based and
t he evidence report as an anal ytic sunmary of
t hose studies. Wat concerned ne with the
nyel oma panel was that | had about 30 studies and
not hi ng el se.

DR. SOX: M take is that if an
I ndi vi dual panel nenber wanted those studies and
had the tinme to do it, they could get them and
that the evidence report, if it focused on two or
three really key studies, that those m ght be
I ncl uded as an appendix to the report so you
could read it.

DR, HILL: Qur intention at this point



Is when we identify, or the panel chairman
i dentifies, key studies that should be sent to

all panel nenbers, they will be. And when you
get to the table, if there's sonething you read
off there, then we'll send it to you. And if you

tell us ahead of tine that you're the one person
who wants to get the whole five crates, we'l|l
tal k about it.

DR. SOX: Any other comrents about this

section before we nove on? Jeff?

DR. KANG | had to step out of the
room but | wanted to comment to Randel's issues
on timng. | said this earlier in the norning.

The | ast slide we had, which was sone
time franmes, was actually -- | don't know how to
say -- was kind of Medicare Coverage Advisory
Commttee centric | guess. The reality is that
staff is really responsible for the |ogistics of
the timng and the flow.

| really would encourage you all in

your deliberations to consider what is desirable,
what do you want. W then are responsible for
the timng and the | ogistics and neeting what we
said we were going to neet in the federal
regi ster notes. And we're conmmtted to trying to
make that work.

Now, it may turn out what you al
believe is desirable is physically humanly
| npossi ble, and then we nay have to rethink this.
But | actually, quite frankly, think it is
possible. And this guidance that you' ve given
staff is extraordinarily hel pful because it wll
| ead quickly to evidence-based reports to answer
t he questions or up front there's this
i nteraction in step nunber 5. | think this is
very doable and still neeting the tinme franes

that we said in the federal register notes.
That's a commtnent. But our issue is to try to
sort out the |logistics, and we wll do that.

M5. RICHNER. One nore question. The
data. There was a poi nt when we had our
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orientation for the panel nenbers. As an

I ndustry representative, anyone can give ne
information that | would share then with the
panelists. That's one of ny roles, which could
be unpublished literature, it could be white
papers, it could be FDA information, that would
not have been provided in the evidence report.

Where and how does that get
consi dered? | know that they may not be
controlled studies, but it's information that can
go into the decision-nmaki ng process. So where
does that fit?

MS. LAPPALAINEN. Right. The industry
representative's role on the panel is to
represent industry. And if you believe that
I nformation needs to get to the panel, you need
to give that to us at HCFA, not directly go to
t he panel and have the panel interact.

M5. RICHNER: But how does that fit
into this? Is it the only thing you receive is

t he evi dence report?

DR. KANG It's part of the evidence
report.

M5. RICHNER. So that neans | woul d
have to give it to ACRI or AHCPR?

DR. KANG You'll give it to us, and
we'll figure it out.

DR. BROOK: The only problemw th that
is if the information is proprietary, then you're
going to have a hard tine because the evidence
report, you're job should be -- everybody's job
shoul d be to get to the person at HCFA everything
under the sun. And that person should sumarize
that in an unbiased manner. And so publi shed,
not published, we ought to be beating every drum
we can find to get good information. But if you
send along a tag you can't use it or publish it
because it's proprietary, then it won't be used.

M5. RICHNER. O course.

DR. KANG Randel, it's really not your
responsibility. It is the requester's
responsibility.
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M5. RRCHNER: Right. But it's not
reflected here in this process, and so | just
wanted to nmake sure that -- maybe the public now

Is aware that that is part of the process, that
i nformati on can be provided to your industry or
consuner representative that should be given to
t he panel or to HCFA as part of the evidence
report.

DR. KANG We'll make that clear, but |
don't think this is the docunent to nmake it
cl ear.

DR. HLL: W already do invite those
sendi ngs i n our announcenents.

DR. SOX: Any other comrents on this
section before we nove on?

The next section is about panel nenber
i nvol venrent, the chair up front with appropriate
ot her nmenbers of the panel, in framng the
guestions, and several panel nenbers shoul d be
participants in the evidence review as a way of
gaining famliarity with data and expertise on
the topic, and finally, there should be a couple
of primary reviewers whose responsibility would
be to spend a lot of tinme going over the evidence
report prior to the neeting and be in a position
to summari ze their take on the evidence as
reflected in the report.

So those three aspects of panel nenber

I nvol venment are now open for discussion.

DR, HOLOHAN:. | think I"masking this
for Leslie. It says panel nenbers should take an
active role in review ng the evidence, a word
that | believe is distinct fromthe evidence
report.

DR FRANCIS: [It's not the evidence

report. |It's the evidence.

DR GARBER | don't think that's
realistic in sone of these areas; that is to say
to review all the evidence. | nean this is

basically reviewing all the evidence. You do a
serious job of it even without witing it up.
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It's a several -week, full-tinme job.

DR. HOLOHAN: | understand that. [|I'm
sinply saying it --

DR. GARBER  Ch, okay.

DR. SOX: VWhat do you think would be
good | anguage there? Review ng the evidence
report?

DR. KANG Preparing the evidence
report.

DR. SOX: So it would be an active role
i n preparing the evidence report?

DR. FRANCIS: The reason | had nade

that is not equal to the evidence is |I'm not
going to know how to vote as a panel nenber
unless | think |I've been able independently to
come to ny own judgnent. |'mnot around here to
rubber stanp an evidence report. An evidence
report and ot her people's comments on it are

hel pful to me in trying to reach ny own judgnent,
but if it's all just laid out and | can't in any
way try to exercise ny own critical judgnent, |
don't have any busi ness being here.

DR. BROOK: First of all, there's no
rubber stanp on this. An evidence report just
puts the evidence together. And then you need to
produce the judgnent, based on the evidence, what
to do.

Now, if you're saying you want to redo
t he evidence report, what | think Alan and | are
doi ng, having done a |l ot of these evidence
reports, be it as it may, in areas which have
|ots of literature, we've reviewed 10,000 titles
to cone up with 300 articles to summari ze, and
we're struggling to get this done in six nonths.

There is no question that HCFA, if
you' d li ke, should be able to provide you all the
original material that we work from but | wll

tell you that unless you' re the nost

extraordi nary individual under the sun, you wll
not have the tinme to redo this what to do, but
you ought to have the right to do it.



And certainly I think any panel nenber
ought to have the right to get the original
evidence, and it ought to be stored in a manner,
put together in a manner, and that ought to be
sent out. But you ought not to expect the
average panel nenber to do that. W ought to
expect the average panel nenber to believe that
t he evi dence has been synthesi zed correctly, and
now you have to make a judgnent about how it
shoul d be used and what it neans.

DR. SOX: Do you want to add to that?

DR. GARBER | think Hugh put it really
wel | about how this would work. | think, Leslie,
the issue for us is going to be we have to | ook
at the original data for sonme key studies, and
all the panelists should get those key studies,
but not the huge volune that Bob was alluding to
that we usually start with. So that's why this
will never be -- | doubt that this wll ever be a
rubber stanp. The panelists are going to read
sonme studies, but they have to be whittled down

somehow. And that's all we're saying is be
sel ective about it.

DR SOX: 1'd like to hear fromthe
panel if there's objections to the concepts that
are inbedded in the boldface nunber 5. Does this
| ook reasonabl e for panel nenbers? That's
great.

DR. BROOK: Under the first boldface it
shoul d i nsert report.

DR. SOX: Panel nenbers should take an
active role in, I thought we said, preparing the
evi dence report.

DR. KANG Preparing the evidence
report.

DR. SOX: Not reviewing. Change it to
preparing and insert report after evidence.

So let's discuss this section trying to
pick out -- we don't have a lot of tine now, so
we' ve got to kind of focus again on problens with
clarity, pieces that are objectionable. John?

DR. FERGUSON. Just a suggestion. This



nunber 5 m ght better be put on one of the first
under Suggestions for Panel Operations because
this sort of explains what the beginning of the
process is, which Randel was questioning about.

Because this is the first part. The evidence
report, the panel chair and others working with
t he evidence, we're going to do the evidence
report. And the first thing you start out with
is actually the end result.

M5. RICHNER: That would help a | ot,
just noving it to the first.

DR. SOX: The problemis that it does
tal k about the evidence report, which is defined

in the imedi ately preceding section. It can
certainly be --

DR. FERGUSON. It sort of operationally
cones after the fact.

DR. SOX: | think we can probably nove
the first one till later because it cones |ater
I n sequence. That would work. Ckay.

O her coments on this section? In
that case we're going to nove on to nunber 6.

M5. RICHNER:. One nore thing. To ne,
once again, it's the timng, but that's going to
be clarified by HCFA and not by us?

DR. KANG We're on the hook for
ti mng.

DR. HOLOHAN:. If | can offer an
unsolicited comment. There's been a | ot of
concerns first about how | ong these take. |If
not hing el se, the experience with the first two
panel s shoul d have instructed us that doing it
the right way is the fastest way.

DR, SOX: Just to quickly follow up on
John's suggestion, consistent wth John's
suggestion that we try to get these operational
t hi ngs consistent with sequence, everybody happy
with noving the first one, which is now nunber 3,

a panel nust explain its conclusions in witing,
make that the | ast one? Ckay.
Then let's nove on to nunber 6, which
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I s expert review of evidence reports.

DR. KANG Before we discuss this, can
| ask the subcommttee to explain why this is
here just so | can understand?

DR. SOX: The opinion of experts is the
best way to assure everyone that the evidence
report is conplete and fair. So it's a notion
getting said people that are conpetent experts to
| ook at it and say it didn't mss anything, the
report didn't distort the clinical facts as we
know it. It's sonmething that, at |east on all
t he ot her panels |'ve been involved with, outside
revi ew has been a key part of it if only to

establish the credibility of the process, to say
| ook, we've given the people who have an axe to
grind the chance to sling their strongest arrows.

DR. KANG Well, maybe | didn't read
this closely enough. The assunption here that
t he evi dence-based reports are being done by
nephrol ogi sts, internists or whatever and that
the final analysis, if it's about sonme surgi cal
procedure, that you'd also like to showit to a
coupl e of surgeons? |Is that the issue here?

DR. SOX: That strategy -- nanely,
havi ng evi dence-based clinicians prepare the
report, then have it reviewed by conpetent
experts -- seens to really work well on the other
si de.

DR. GARBER  Jeff, one of the explicit
precedents here is the evidence-based practice
center's review process in which the external
reviews conme fromactually a wi de range of types
of expertise ranging from pure nethodol ogy to

pure clinicians. 1'd just |like to enphasize the
| anguage here is commttee recomrends expert
review. | think we recognize this could be

onerous in sone circunstances and naybe not
al ways is necessary in sone circunstances as

others. So this is really truly advisory, but we
do feel it's very inportant to do it to ensure
t he hi ghest quality.



DR. SOX: Any other comrents about this
section?

DR. FRANCIS: | apol ogize for
continuing to beat what's probably a dead horse,
but | really do think whatever else you do, in
addition to the evidence report, you ensure that
panel nenbers have the key studies. |It's okay
fromthe evidence report to identify key studies,
but I want to see themtoo.

DR SOX: Ron?

DR. DAVIS: | actually scribbled out a
sentence to address that, and if the Executive
Committee feels it's inportant to make that
explicit, panel nenbers will have the evidence
report at their disposal and will have the right
to obtain any primary sources upon which it's
based. But | don't think there should be an
affirmative obligation on behalf of HCFA staff to
send us all those primary resources.

DR. SOX: That suggestion seens
consistent with the discussion we've had. Any
objections to it? Gkay. Then we have to go back

and --

DR. KANG I'msorry. | heard what
Leslie was saying was key articles be part of the
report and then that she al so has access to the
10,000 if she wants.

DR. FRANCIS: Exactly. That's what |
want .

DR. SOX: We've gone through the
docunent once. Now, let's start over.

Ron has been given responsibility for
mar ki ng up the transparency that Jeff and Leslie
prepared during lunch. Do you have a report to
make?

DR. DAVIS: It's over there on the
t ransparency.

DR. SOX: Ckay. Let's look at it and
see if we like it.

DR. DAVIS: | tried to cut down words.
The first line and a half goes in italics, |
guess, because it's a subheading. Should I read
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It now?

DR. SOX: Yeah.

DR. DAVIS: Medicare beneficiaries
i ncl ude el derly, nonelderly and di sabl ed peopl e.
The Medi care popul ation al so nay or may not

I ncl ude patients wth conorbid disease.

Hi storically many controlled trials unfortunately
excl ude ol der nmen and wonen, people with

di sabilities and people wth conorbid disease.
Thus these studies nmay have had adequate
statistical power for the study popul ation, but
the results may or nay not be generalizable to
some portions or all of the Medicare popul ation.

I f the requester is asking for coverage or if the
panel believes there is a nedical benefit beyond
the clinical and denographic characteristics of

t he study popul ation, the panel should state

whet her it believes the results of the studies
are applicable to sonme groups covered by

Medi care, define what those groups are, and
explain its reasoning.

DR. SOX: Anybody have any changes
they'd like to make to that nasterful piece of
rewiting?

DR. FRANCI S: Thank you.

DR. SOX: G eat. Thank you very nuch,
Ron.

DR. DAVIS: Alan just suggested at the
end to change it to say define the groups, and
then we'll say --

DR. SOX: Daisy, are you ready with
sonme suggestive | anguage for the preface
regardi ng --

DR SMTH. Yes. |In fact, if you'll
recall, initially we had discussed the
possibility of inserting it under external
validity. And at that time when | was in that
m ndset, | thought we were going to say although
t he panel recognizes that adequate representation
of every study may not be possi bl e, consideration
shoul d be given to the applicability including
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race and culture when appropriate and necessary.
Then | thought that would get into too nmuch, but
that's what | was charged to do in terns of the
I nsertion.

But instead | chose to suggest that we
put it in the preface and add it to the anmendnent
t hat had al ready been added, which stated so that
Medi care beneficiaries -- you know, we said
sonet hing about that. | think Linda started.
Then | just added to that -- can be better served
regardl ess of race, ethnicity or soci oeconomc
status. And that's a generalized statenent
Wi thout attenpting an insert with l[imtations.

DR. SOX: Any objections to the way

this is done? Then we have one nore suggested
change.

DR. BERGTHOLD: M. Chairnman, when wl
t hese changes be on the books? | didn't take
down every one. Maybe | shoul d be asking Sharon.

DR. HILL: By next week. Maybe even
sooner.

DR. SOX: So Ron, what is it that he
j ust gave you?

DR. DAVIS: It's the sentence that |
menti oned earlier about having the opportunity to
review any of the primary sources upon which the
evi dence report is based.

DR SOX: 1'd like to nove on now. |
think we're ready, are we not, Sharon, to have
open public coments before we vote?

DR. KANG | actually have one
nodi fication, that we put in a phrase that says
based on feedback fromthe panels, this is a
| i vi ng docunent basically. This has been
nodified. | just wanted to say maybe it's
feedback fromthe panels and ot her stakehol ders.
Qobvi ously we have public comment period. So it
really is maybe the other way to say feedback
fromeveryone. It could cone frompublic, could

come fromthe advisory conmttee, the Executive
Commttee itself.



DR. SOX: Do you recall where that
| anguage was?

DR. KANG It would be the | ast
par agr aph before Eval uation of Evidence, the
section that begins Eval uati on of Evi dence.

DR. SOX: We're running out of tine
because sone of our nenbers are going to have to
| eave at 3:30, and I'd like, if possible, to have
as many people here for the vote on this. So we
wi || put your suggestion in, Jeff. Sounded |ike
everybody was happy with it.

We now have a 15-m nute period when
anybody who w shes to nake a comment nay do so.
In order to assure that there be equitable
di stribution of the 15 mnutes, |1'd |ike anybody
who wi shes to nake a comment to pl ease raise
their hand so I'll know how nany people want to
make a comment, and then |I can deci de how nuch
time each person will be allotted.

In the event that only a few people
want to nake a comment, | woul d hope that they
coul d keep their remarks short because we woul d
|ike to have a whole committee here if possible

for final vote on this docunent.

DR. KANG | apologize. Just one
procedural issue. You recall earlier this
norning | actually gave up sone tinme to try to
get on with the neeting. | have an announcenent
|'"d like to nmake with regard to coverage criteria
for the public, and unfortunately | think the
appropriate tinme would be right after the vote.
| just wanted to alert people that |I did want us
to have maybe sone cl osing remarKks.

DR. SOX: Excellent. W |ook forward
to those.

So M. Northrup is one person who's
schedul ed.

Anybody el se who wants to nake a
cooment? A total of four. Three m nutes each.

M. Northrup?

MR, NORTHRUP: | want to thank you for
this opportunity. This is about as close to the
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| ast word as anybody outside the governnent ever
gets on a public policy issue, so thank you very
much. | do want to thank all of you for what you
are doing for Medicare beneficiaries, and that's
why we're all here. Before you close, | do want
to also reiterate why what you're doing and why

you're doing it --

DR. SOX: Excuse ne. | didn't
| ntroduce you.

MR, NORTHRUP: |'m Steve Northrup,
Executive Director of the Medical Device
Manuf acturers Association in Washi ngton, D.C

Again, | want to point out why what
you' re doing and how you do it is so inportant to
t he nedi cal devices community and the patients
we're trying to serve.

A way of a little background, our
associ ation, MDMA, was created in 1992 by a group
of medi cal technology entrepreneurs to represent
and serve nedi cal technol ogy entrepreneurs. And
| do want this commttee to keep in mnd, and you
probably al ready know it, but please keep in mnd
t he foundation of innovation in medical
technology is the entrepreneurial sector. Most
of the innovation in this industry cones from
entrepreneurs, and in fact, | read recently one
of the CEGs of a | arge nedical technol ogy conpany
said that 60 percent of all the nedical products
sold in this country are |l ess than 12 nonths ol d.
And that seens |ike an inpossible nunber, but
that's the nature of innovation in this industry.

It's increnmental innovation fostered by
entrepreneurs, entrepreneurs with |ots of ideas,
but limted tine and limted cash. And we need
to be sensitive to that, and we tal k about the
type and anount of evidence HCFA' s going to
require and this comrittee is going to require
and the anmount of tinme it's going to take to
reach a deci sion.

And that brings ne to the points I'd
| i ke to make briefly about evidence and about
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time. Wth respect to evidence, | do appreciate
t he steps you' ve taken today to nake sone of

t hese guidelines, | think, nore reasonable with
respect to evidence. And ultinmately HCFA's
coverage criteria, which Dr. Kang will talk

about, wll provide that, quote, unquote, road
map that manufacturers are | ooking for.
Manuf acturers are willing to junp over

a reasonable bar, but if it's unreasonably high
where we can't even see it, a lot of us smack our
heads right into it. And nost inportantly for
your purposes, please keep in mnd that nost of

t he advances in nedical technol ogy that your
panels will be considering are increnental
advances and don't necessarily require a de novo

review. So when you're |ooking at increnental
advances, let's | ook at the increnental
evi dence.

Wth respect to tine, still sonmewhat
concerned -- and | do appreciate Dr. Kang's
coments along these lines -- that sone of the
t hi ngs you're considering will slow down the
process of coverage deci sion making
unnecessarily, and that will in turn slow down
t he pace of innovation in our industry. The
governnment will never be able to keep up with the

pace of innovation in this or any other industry.
That's just the nature of the beast. But we need
to try to keep the gap between innovation and the
governnent's pace as snall as possible. And with
respect to the comment that was nade earlier
about doing it the right way is the fastest way,
to borrow a phrase, I'd like to say it depends on
what your definition of right is, and we need to
focus on doing it the best way.

| do want to thank you for your tine,
and ultimately I'mnot asking you to be sensitive
to our conpanies or their needs or how they
conduct their business. That's ny job and not
yours. Wat | would ask you to do is nake sure

t hat your actions and deci sions don't hinder or



di scourage nedi cal technol ogy entrepreneurs from
| nnovat i ng because innovation is the key to

i nproving the health of Medi care beneficiaries.
Thank you.

DR. SOX: Thank you very nuch, M.

Nort hrup. Who's going to speak next? Yes, sir.
Pl ease i ntroduce yourself.

MR, COOK: My nane is Ken Cook.

MS. LAPPALAI NEN. Do you have any
financial interest in any service?

MR. COOK: | have no financi al
interest. M nane is Ken Cook, and |I'm a
facilitator for a cancer support group at the
University of Maryland Medical Center. | just
want to nmake a comment on two issues on the
external validity issue and Medi care pati ent
partici pation.

Not only are Medicare patients excluded
sonetinmes fromclinical trials because of age,
but because al so of the financial problem Since
Medi care will not pay for experinental protocols
and since probably nost patients or nost
beneficiaries of Medicare do not carry separate
| nsurance, unless they are financially

| ndependent, they're basically precluded from
being in the population that is undergoing a
clinical trial. So it's a catch 22. You can't
get into the clinical trials because you don't
have the noney. That's the first item And so |
woul d like to point that out for your
consi der ati on.

The second issue is on the nunber of
patients involved in any disease study. |If you
are studying prostate cancer, there are nany,
many patients available for clinical trials.
There is sufficient research noney avail abl e.

But if you are a patient with let's say nmultiple
nyel oma, which is | ess than one percent of the
popul ation, there is very little research and
very little research noney available or public
interest in that issue. And to try to require

t he sanme degree of rigidity in proof and making
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sure that the protocols are as perfect as can be
possi bl e may not be appropri ate.

So like there is the orphan drug | aw, I
think that as we consider the various types of
prot ocols and how they're applicable to the
di fferent groups, the sanme neasures are not
applicable to all. One size does not fit all.

Thank you ever so nuch.

DR. SOX: Thank you very nuch, sir.

DR. KANG Chairman Sox, could | just
respond to the first point? | think that's a
real issue. |I'mvery aware of the IOMreport. |
just wanted to say that | don't think this is the
venue, the MCAC, but | just want to assure you
that the issue on paynent for -- clinical trials
s very much on our screen and being revi ewed

here at HCFA.

MR. MESKAN: |'m Tom Meskan, Medi cal
Alley. The commttee at one point was discussing
its willingness to take comments about tone
and/ or substance of the docunent, and | tried to

|isten to the conversation closely, but never
heard a conpl ete resol uti on of whether you wanted
to accept those remarks that woul d have any

val ue, and what's your orientation for us.

DR. SOX: | think the sense of the
group is that when we put this thing back on the
website in its nodified version, it will call for
public comment very nuch on the spirit that Dr.
Br ook suggested of specific wording that we m ght
change, specific changes in the wording that
m ght inprove the tone. And it wll, of course,

be up to the conmttee to decide to accept those
suggestions. But | think that's the sense of the
group.

MR. MESKAN: As it relates to tone, are
you open to substantive changes or do you feel
t hat where your docunent is nowis kind of where
it is and yes, it's an interimdocunent that wll
be ongoi ng, but should we bother to spend the
effort to nake our points again in perhaps nore
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conpel i ng ways on substance?

DR. SOX: | think it would probably
serve our group and your ideas best if you cane
back to us wwth themas we reconsider the
docunent on a periodic basis. Gven the tine, it
probably isn't going to get the attention that
maybe it deserves.

DR. KANG | think I did hear Bob say
t hough -- and | thought it was appropriate --

t hat substantive changes woul d be consi dered, but
t hen you have to justify why the substantive
changes should be in that item

DR. SOX: W want suggestions about
t one and substance, and we'll take themup in due
time, but we won't ignore them

The | ast speaker, please introduce
your sel f.

MR. LASCHER: Steve Lascher,
epi dem ol ogi st of the Maryl and Col | ege of
Physicians. | have no financial affiliation.

DR. SOX: \What organization?

MR. LASCHER:. ACP-ASIM Related to the
overhead that was witten related to the
generalizability, | just wanted to nention that
statistical power was nentioned, and perhaps in

that respect it wasn't the appropriate term since
statistical power relates to type two error, and
per haps you were thinking about sanple size, and
it mght |ead to sonme m sunder st andi ng.

DR. SOX: Thank you. It's nowtine for
the commttee to take a vote. Sharon?

M5. LAPPALAINEN: At this tinme Dr. Sox
woul d call for a notion, and he will be asking
t he voting nenbers of the panel to vote
concerni ng whether the report of the subcommittee
should be ratified or ratified with nodifications
or not ratified.

For today's panel, a forumis present,
and the voting are Dr. Thomas Hol ohan, Dr. Leslie
Francis, Dr. John Ferguson, Dr. Robert Muirray,

Dr. Alan Garber, Dr. M chael Maves, Dr. Frank



Papat heofanis, Dr. Ronald Davis, Dr. Daisy
Alford-Smth and Dr. Joe Johnson. Dr. Robert
Brook is absent.

The panel vote may take one of three
forms, ratification with no other nodifications,
ratification upon condition, for exanple,
resolution of sonme clearly identified
defi ci enci es which have been cited by you or by
the HCFA staff. Exanples of deficiencies could

10 include resolutions of sone of the questions of
11 wording or issues that you believe are necessary
12 or you would like to see inplenented.
13 | f you believe that nodifications are
14 necessary, then your recommendati on shoul d
15 address the follow ng points; the reason or
16 purpose for the nodification and the information
17 that's required to change it. And for
18 nonratification, if you believe that the

19 subconmttee report should not be ratified, we
20 ask that you state for the record your reasons
21 why the report should not be ratified and to
22 identify those neasures that should be taken in
23 order for you to ratify it in your opinion.
24 Thank you.
25 DR. SOX: Sharon, am|l correct in
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2 in the discussion now are voting nenbers?

3 M5. LAPPALAI NEN:  Yes.

4 DR. SOX: |'ve asked Ron to prepare a
5 notion, and I'lIl read it on behalf of him Then
6 there can be a second, then there can be an

7 opportunity for discussion, and then anmendnent.
8 Motion, that the Executive Conmmttee

9 approve the subcommttee's report and

10 recommendations as anmended and that the Executive
11 Conmttee revisit the report and revise it as

12 needed in response to comrents from panel nenbers
13 and the public.

14 So that's now open for a second.
15 DR. GARBER  Second.
16 DR. SOX: Second?

17 DR. FERGUSON: Second.



DR. SOX: Is there a discussion or
nodi fication?

DR. FERGUSON: The only nodification
that | would recomend on that would be to state
t he docunent be as it's approved, that it be used
as an interimdocunent so that HCFA coul d nove
forward in their process, that it be used as an
i nteri mdocunent, recognizing that it is dynamc.

And | woul d suggest that with the coments that
we're getting fromthe public and fromthe panel
menbers, that as part of the two-day neeting that
we have schedul ed next, that we make this an
agenda itemto revisit, at |east at sone point
during that two-day neeting, part of the comments
on this docunent.

DR. SOX: Wiy don't we get the wording
up there. And then it would be nice, if we could
get the wording up there, then you can suggest
how to --

DR. FERGUSON. It's essentially the
same thing except that it would be approved as an
I nteri mdocunent would be the only ot her addition
with that and that we specifically nake it
revisited in the two-day neeting that's pl anned
next .

DR. GARBER | guess | have a
guestion. | agree with everything you said, but
| take Ron's wording as neaning that it's interim
when he says it should be revised and revisited.
| s that acceptabl e?

DR. FERGUSON. As long as that's
under st ood, yes. | have no problemw th the word
interimnot being in there as long as it's

under st ood that HCFA's got sonething they can
nove forward with now as part of the process
rat her than having to wait.

DR. SOX: Wuld you like to say
sonething to the effect of a new sentence perhaps
t hat the panel shall consider possible revisions
to the docunent at its next two-day neeting or
sonething like that? Wuld that capture the



sense of what you'd |like to have? That woul d
make it -- to do it --

DR FERGUSON: Sure.

DR. SOX: -- as an agenda item |
guess as the Executive Commttee, right? That's
offered as a friendly anendnent, Ron?

DR. DAVIS: Accepted.

DR. SOX: Any other coments or
addi ti onal anendnents? It's nowtine for a vote.

Al those who are in favor, please
signify by raising your hand. Hold it up so the
counter can tally the vote. [It's unaninous.

M5. LAPPALAI NEN. Except for an
absent ee.

DR. SOX: W're now going to turn to
hear briefly fromJeff with sone announcenent
and benedi ction or sonmething like that.

DR. KANG Actually | believe these
comrents were made for the public and will be
avai | abl e outside. They were neant as openi ng,
and they're cl osi ng now.

| would just, Chairman Sox, |ike the
opportunity to reinforce and expand on HCFA' s
preface to the subcommttee's, which has now been
t he adopted subcommttee's reconmendati ons as
anended. |If people have that preface in front of
them 1'd actually like to refer to the third and
fourth paragraphs and just for the record read
themin. Actually nowit's the current docunent
bel ow.

W view the current docunment or the
voted-in docunent as a |ist of suggested topics
t hat shoul d be considered and addressed to assure
full and consistent discussion of issues by the
MCAC panels. HCFA itself wll not viewthis
report as a prescription of criteria by which we
are to determ ne coverage or even an absol ute
standard by which we may judge the adequacy of
evi dence.

In short, this docunent is a |list of
suggested topics that the MCAC and its panel
shoul d consi der and address in eval uating



clinical evidence in rendering advice to HCFA

Based on the advice in the record, HCFA w || nake
its coverage decision. W are confident that the
MCAC and its process will be an enhancenent, not
a barrier -- the new docunent that you' ve all
voted in -- not a barrier to the fair and open
consi deration HCFA will give to proposals for
cover age.

In sunmary, | think that we are

interested in how good is the clinical evidence,
what does it say, and what concl usions can be
drawn fromit? And that's really what the

eval uati on of evidence is all about.

Furthernore, as | stated in the fifth
par agraph of that preface, we are not interested
i n asking the MCAC for advice on cost issues.
You are really the clinical scientific experts,
and that's what we're seeking your advice on.

Finally, with regard to coverage
criteria -- that's in the sixth paragraph here --
we are diligently working on publishing a
coverage criteria to further explain and
I nterpret what reasonabl e and necessary neans in
di scrim nating cover from noncoverage services.

| actually do want to point out today

that today's effort deals with what is the

evi dence, what does it say and what concl usi ons
can be drown fromit, how we read it and how we
interpret it. That is distinctly different from
criteria.

Scientific evidence is in many ways the
yardstick or the neasuring stick while criteria
is really how far you have to go, whether you
have to go one foot or three feet or ten feet to
get covered. The evidence really is the
measuring stick or the yardsti ck.

To further the analogy to our current
situation, HCFA could interpret in a rule that
reasonabl e and necessary neans many things. For
exanple, we could interpret it as neaning just
safety, we could interpret it that a service has
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to be safe and effective, or we could interpret
it as it has to be nore effective, or we could
interpret it as benefits nust outweigh the risks,
or it could be interpreted as being cost-
effective, or we could interpret it as being
cost-beneficial. And there are other variations
of the thene.

The point here is irrespective of what
we finally end up as criteria in the final rule,

it should not change your work regarding what is
good evi dence, how do we read it, how do we
interpret it, what does it say, and what

concl usions can we draw fromit? Thus, your work
is distinctly separate from our coverage criteria
and can certainly go on in the absence of the
criteria. O course, in the final analysis,
today's work only guides your activity and your

advice, and HCFA will be the final decision maker
of what should be covered or not.
Now, | would |ike to take this

opportunity to briefly update you with where we
are on the coverage rule. On a personal note, to
ny chagrin, |I've now figured out why the agency
has struggled for over ten years to publish a
rule. However, the good news is that we actually
do have criteria in mnd and a framework for how
t hey woul d be applied. However, it does raise
several operational and inplenentation

guesti ons.

G ven what is at stake and the
considerable interest in this rule, I am pl eased
to report that we are expecting to publish soon a
notice of intent for rule making in advance of a
proposed rule. In this notice we wll share our

current thinking and framework for coverage
criteria, howit would work, and we woul d al so
rai se sone of the inplenentation questions that
we are westling with internally. Such a notice
wi |l provide anple opportunity for the public and
ot her stakeholders or all stakeholders to have
adequat e i nput and assist us in our deliberations
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bef ore we even propose a rule.

And on that, today is not about
coverage criteria. | thought 1'd take the
opportunity to talk to you about coverage
criteria. But | would like to thank the advisory
commttee, the Executive Commttee, for all of
your efforts today to deal with, in a consistent
manner for all panels, how we read the evidence.
And | assure you we're working diligently on the
coverage criteria, and | believe that you are off
to a great start with regard to how we read and
i nterpret evidence.

DR. SOX: Thank you, Jeff.

Before we adjourn, for the record we
had one absence. Dr. Brook had to | eave a few
mnutes early. He left this note.

| am happy with the report. | would
|like to see the revised Section 6, signed Dr.

Br ook.

|s there anything el se that we need to
do before we adjourn?

M5. LAPPALAI NEN: Just to concl ude
today's panel neeting, |'d like to rem nd you
that the next neeting of the Executive Conmittee
Is tentatively schedul ed for June 6th through
7th, the year 2000. Please call the HCFA
advi sory commttee |line at 1-877-449-5659, which
is toll free, or for local calls, 410-786-9379,
and specify the Medi care Coverage Advi sory
Commttee, or you nmay check our website for
up-to-date information. And again, |I'd like to
t hank the comm ttee.

DR. SOX: Before adjourning, 1'd |like
to point out that copies of Dr. Kang's remarks
are avail able on the table outside the door. W
want to thank everybody on the panel for their
hard work and the audi ence for their patience.
Thank you.

(Wher eupon, at 3:40 p.m the neeting
was concl uded.)
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